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 Ethonomedecine survey:

M ETHODS * \Vernacular name

* Traditional therapeutic indication
e Part of the plant

* Preparation mode

g e Administration route
Ethomedecine nistrat
* Administration dosage
Stu d |eS * Probable side effects or risks

e Taxonomic study :
* Species specifications
* Biotope
* Taxonomic hame

e Domestication mode
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 Chemistry studies:
* 5 active principles found in ROUB extract.
e 3 active principles found in LEHM extract

METHODS * |n vitro trials:

* In vitro Activity trials
* ROUB extract

Chemistry trials * HIV trials
* Cytotoxicity trials (13 malignant cell
lines)
- * LEHM extract
Pharmacology Trials i

* |n vitro toxicity trials

* ROUB extract
e LEHM extract

* |n vivo Acute toxicity trials

* ROUB extract
 ROUB — LEHM extract
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in vitro pharmacological screening
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Clinical trials
Clindcal Trial Protocod
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METHODS

(continued)

Clinical

Doubase

Trials

CTM

A prospective open clinical study of
Doubase C™ for the treatment of
HIV/AIDS;

A prospective open clinical study of
Doubase C™ for the treatment of
hepatitis B virus and hepatitis C virus
infections;

A prospective open clinical study in
order to demonstrate the value of
Doubase C™ for the treatment of SARS-
COV-2 infection and the medical
management of COVID-19 pandemic;

 An Open-label, Randomized, Controlled

Adaptative Study to Evaluate the Efficacy
and Safety of Doubase C™ for the
treatment of SARS-COV-2 infection and
the medical management of COVID-19
pandemic;;



METHODS

(continued)

* A prospective open clinical study of
Cancure™ for the treatment of:

CI | n|Ca| Trlals * diverse benign tumours

* Diverse malignancies;

Cancure™




METHODS

(continued)

A prospective open clinical study of
Gastro-C™ for the treatment of:

e gastritis
S - e @Gastric ulcers;
Clinical Trials
e Cutaneo-muqueous ulcers
* Helicobacter pylori infection

Gastro-¢c™




METHODS

(continued)

* A prospective open clinical study of
Capy-C™ for the treatment of:

C||n|Ca| Tr|a|S * Alopecia

Capy-c™




RESULTS

Chemistry

ROUB Extract: 5
LEHM Extract: 3




RESULTATS

Chemistry

ROUB Extract: 5
LEHM Extract: 3

Column chromatography
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Chemistry
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In-vitro Activity Trials (1/3)

RESULTATS

Inhibition of the HIV
replication




Doubasc C : An antirctroviral, anti-I1IV from African lHcrbs

To: 'Dr. N. R. Famsworth
From: Thitima Pcagsuparp
Datc: 06/21/93

Table:Results for HIV-1 RT(p66/pS1) Assay

-—

sammple tannin~ | % inhibition at 2005/ activity

zairc 1 - 95.1 mod-rately active

leo - 64.0}18’“\!
(2 = 0.898)

modcrately active
1IC50.= 68.9ug/ml
(r* = 0.898)

96.7

Note:* Tannin was removed by using insoluble PVP only when sample showed
positive result (+) with FeCly test,

cc: Dr. J. M. Pczzuto




Activity screen - Doubase C Extracts
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In-vitro Activity Trials
(2/3):

RESULTATS

Inhibition of Cytopathic Effects




Product

Concentration
(ug/ml)

Observation

P24 antigen

Effect

WB118+50TCID50/ml HIV-1

0.35

Positive

No antiviral
effect

WB118+50TCID50/ml HIV-1

Positive

Partial AVE

WB118+50TCID50/ml HIV-1

Positive

Partial AVE

WB118+50TCID50/ml HIV-1

Positive

Partial AVE

WB118+50TCID50/ml HIV-1

Positive

Partial AVE

WB118+50TCID50/ml HIV-1

Negative

Toxic




In-vitro Activity Trials @)

RESULTATS

Lysis of HIV Glycoproteins
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RESULTATS In-vitro Toxicity Trials




Toxicity screen - Doubase C™ Extracts
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% de Viabilité des cellules vs concentration des extraits

Concentration % WViability

Ha/mmi

1 & 93.3
= 2 B5 4
=3 2 BG .G
. 2 B8 4
H 2 a5 4
6 5 81.1
7 G 103.5
a 2 107.1
e 25 105.1




In-vivo Toxicity Trials:

RESULTATS

Sub-acuite Toxicity
ROUB

ROUB+LEHM










Doubase C - Activity effect against HIV

e

SUMMARY B

Doubase C




SUMMARY

HIV Activity screening report
(USA)

Doubase C
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Aess Sl dlin
Mr. Paul Ruhamya Ol"‘“‘(o Ve ()“6

Darection Afrique & MO

MinistEre des Affaires Etrangtres

B.P. 7100

Kinshasa / Gombe

Democratic Republic Of Congo September 12, 1997

Cear Paul

1 receaved your letter yesterday and was very pleased to hear from you. [ wailed anxiously
to learn of the welfare of you and your family. The ncws media carried extensive coverage of
Mr. Kabila as he captured the formerngZaire.

Mzr. Bashgngez: contacted me via the Red Cross several months ago. He and his family
cscaped to Kisengani through equatonial rain forest on foot. Lt Kany was with them.

I am saddened to leamn that Mr. Birindwa will not be in Kinshasa when | return. Please
£ct me his address in Italy so I can winite to him. It is important for him to kKcep up with our
progress. We will need his air plane 1o ship cquipment and medicine in the near future.

There is good news and great oews. First, the good news. On March 4. 1997, Mr
Bashengezi was awarded his United States Patent. However, there are several typographical
errars which have been submitted for correction. The great news is on August 8, compound
analysis have revealed several active compounds in the pure extract, These compounds are non-
toxic, therefore they can be administered at high dosages which could facilitate the total
climination of the illness. We arc in the process of negotiating an agreement for the structure
elucidation of these compounds. Hopefully, we will have their identification before the end of
the year. Please keep this information TOP SECRET until we can patent the stractures of the  /
acuve compounds. If possible, forward this information on to Mr Bashengezs. .



SUMMARY e Clinical Trials:

Doubase C Antiretroviral activity
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Instituut voor Tropische Geneeskunde

Institut de Viédecine Tropicale
Stichting van Openbaar Nut |1 0410.057.701

AIDS Referentie Laboratorium (ARL)
Nationalestraat 155
B-2000 ANTWERPEN

Nr 147-MED

8 11704 89 163 30.12.08 Ref: 8121975/86707
Dokter APERS LUDWIG

Datum voorschrift: 22.05.08 ITG

Datum ontvangst & 23 2008 l2hil2 ITG, KRONENBURGSTRAAT 43/
2000 ANTWERPEN

Patient z
g
=
Geslacht Man
Geboortedatum 14 .12.1964 44 J

Referentie H

Druk DRUK/VOLLEDIG
Voorschrijver : Dokter APERS LUDWIG Pag.
ANALYSE RESULTAAT

MOLECULATRE BIOLOGIE:

HIV Virale lading 264 copies/ml plasm
2,42 logs
Gebruikte test:
Cobas AmpliPrep/Cobas Amplicor HIV-1 Monitor
TM Test van ROCHE. (S.D.: 0.2 log)
(ultra-gevoelig)
(Versie 1.5)

Met beleefde groeten,

Gevalideerd dooxr T. Crucitti - Klinische biologie
M. Van Esbroeck - Klinische bioclogie
K. Fransen - Directeur ARIL

o~ - 03/247 63 20 Pag- 1/ € Fax : O3 / 247 63 33



Patient TDB (37 Y, M)
Evolution of Viral load profile

11600
copies
HIV
viral
load 3620
891 276
2001 February 2001 March 2001 July 25th October 16th 2006
14th 15th December 7th

Before Start
4.06 logs 3.56 logs 3 logs 2.44 logs



Patient BAFDFAB (37 Y, M)
Evolution of Viral load profile

Date Code Tests

: Test rapide : Test rapide | Xpert HIV
-- Elisa (Behr) (Determine) Elisa (Behr) (Determine) Viral

worpon| ||| nondses
s e e




Patient MUKMAR win/sioa)

EVOLUTION CHARGE VIRALE VIH

Charge virale Inititale Charge virale Contréle 1 Charge virale Controle 2 Charge virale Controle 3




Clinical Trials:

Doubase C

Anti-COVID-19 activity




Doubase C
Anti-Coronavirus, Anti-COVID-19

LUTTE CONTRE LA COVID-19 en RDC

Climques (
Lmnmums _— .l e
dz Kiashasa

| Ftude adaptative controlée, randomisée 3 étiquette ouverte
pour évaluer 'efficacité et la s(ireté des thérapies d'enquéte
pour le traitement des patients atteints de COVID-19 aux
stades léger et modéré a Kinshasa, en République
Démocratique du Congo

Titre abrégé: Essai clinique Doubase C
Protocole : UNIKIN COVID 001

Rapport des Investigateurs
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Doubase C
Anti-Coronavirus, Anti-COVID-19

* Doubase C™, in addition to its activity against HIV, Herpes virus, Hepatitis
Viruses B and C and against Influenzaviruses, has demonstrated an incisive
action against SARS-COV-2 infection that enables a prompt and efficient
management of the COVID-19 pandemic. That corroborates its reputation
for a broad antiviral activity spectrum.

 As for the HIV, similarities related to the mechanism of replication and
mechanism of infection seem to be the key-factors that justify the antiviral
effect onto the SARS-COV-2: Inhibition of the Transcriptases (polymerases),
breaking down the polymerase-dependant replication, lysis of core and
envelope viral glycoproteins that interact with the host cell receptors.
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VIH et SARS-COV-2:
Similarité de structures et de mécanismes d’infection

FEATURES OF HIV AND THE HOST RESPONSE

gp 120

Envelope

Lipid biIOyer




VIH et SARS-COV-2:
Essai clinique randomisé, controlé de Doubase C — UNIKIN, May 2021- Jan 2022
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VIH et SARS-COV-2:
Essai clinique randomisé, controlé de Doubase C — UNIKIN May 2021-Jan 2022
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VIH et SARS-COV-2:
Essai clinique randomisé, controlé de Doubase C — OMS-UA-CDC Afrique
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e Clinical Trials:

Doubase C Anti-enteroviruses activity
Hepatitis B
Hepatitis C




Doubase C™

Contre les Hépatites virales virales Bet C

What's the
Difference:

Hepalilis B
vs Hepatlilis C

S3 Hentims B
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Doubase C™
Contre les Hépatites virales virales B et C

What is Hepatitis?
Hepatitis means “inflammation of the liver”.

A liver can become inflamed for many reasons, such as too much alcohol, physical
injury, autoimmune response, or a reaction to bacteria or a virus.

The five most common hepatitis viruses are A, B, C, D, and E.

Some hepatitis viruses can lead to fibrosis, cirrhosis, liver failure, or even liver
cancer.

Damage to the liver reduces its ability to function and makes it harder for your body
to filter out toxins.
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Doubase C™
Contre les Hépatites virales virales B et C

Hepatitis B Virus structure

Genome:
partially double,
stranded DNA

Hepatitis C Virus Structure

<«—— Envelop Glycoprotein
E2

Envelop Glycoprotein

/EI

ss - RNA
(encode 11 proteins)

Fatty Envelop
Shell of Protein

] L-HBsAg
S-HBsAg [ Envelog

M-HBsAg

Polymerase [
X protein  Non-particulate

 HBeAg | proteins

Nucleocapsid

Labpedia.net
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Doubase C™
Contre les Hépatites virales virales B et C

Both hepatitis B and C are blood-borne pathogens, which
means that their primary mode of transmission is through direct
blood-to-blood contact with an infected person.

Also, both hepatitis B and C can cause chronic, lifelong
infections that can lead to serious liver disease.

Hepatitis B is most commonly spread from mother-to-child
during birth while hepatitis C is more commonly spread through
the use of unclean needles used to inject drugs.
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Doubase C™
Contre les Hépatites virales virales B et C

Hepatitis B vs Hepatitis C

Despite having an effective vaccine, hepatitis B is the world’s most common
liver infection; over 292 million people around the world are estimated to be
living with chronic hepatitis B.

While hepatitis C tends to get more attention and research funding, hepatitis B is
considerably more common and causes more liver-related cancer and
death worldwide than hepatitis C.

Combined, chronic hepatitis B and C account for approximately 80% of the
world’s liver cancer cases.

However, studies show that those with chronic hepatitis B are more likely to
die from liver-related complications than those who are infected with hepatitis
C.

With hepatitis C, most people develop cirrhosis, or scarring of the liver,
before liver cancer.

In certain cases of hepatitis B, liver cancer can develop without any signs
of cirrhosis, which makes it extremely difficult to predict the virus’ impacts on the
body, and makes screening for liver cancer more complicated.


http://www.hepb.org/prevention-and-diagnosis/vaccination/
https://jumpshare.com/v/THdqNt5FM9YPPc1HePU9
https://academic.oup.com/cid/article/55/4/507/316736

Doubase C™
Contre les Hépatites virales virales B et C

The hepatitis B virus is also approximately 5-10 times more infectious
than hepatitis C, and far more stable. It can survive — and remain highly
contagious — on surfaces outside of the body for up to 7 days if it is
not properly cleaned with a disinfectant or a simple bleach solution.

A new study suggests that the hepatitis B virus has the ability to survive in
extreme temperatures, whereas the hepatitis C virus has been known to
survive outside of the body for a short period of time on room-temperature
surfaces.

Another major difference between the two forms of hepatitis is how
the virus attacks a cell.

The hepatitis C virus operates like other viruses;.

it enters a healthy cell and produces copies of itself that go on to
infect other healthy cells

The hepatitis B virus reproduces in a similar fashion, but with one large
difference — covalently closed circular DNA.
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https://www.ncbi.nlm.nih.gov/pubmed/30358855
https://www.hhs.gov/hepatitis/blog/2014/01/31/scientists-discover-hepatitis-c-virus-can-remain-infectious-outside-of-the-body-for-up-to-6-weeks.html
https://www.nature.com/articles/emi201464

Doubase C™
Contre les Hépatites virales virales B et C

Covalently closed circular DNA (cccDNA) is a structure that is unique to only a few
viruses.

Unlike a typical virus, hepatitis B’s cccDNA permanently integrates itself into a
healthy cell’s DNA — a component of the cell that allows it to function properly
and produce more healthy cells.

The cccDNA resides within an essential area of the cell called the nucleus and can
remain there even if an infected person’s hepatitis B surface antigen (HBsAg)
levels are undetectable.

Its presence means that a person with chronic hepatitis B may have a risk of
reactivation even if the HBsAg levels have been undetectable for a long period
of time.

The cccDNA's location inside of the nucleus is especially troublesome because
it makes it difficult to isolate and destroy the cccDNA without harming the rest
of the cell.
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https://micro.magnet.fsu.edu/cells/nucleus/nucleus.html
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5490831/

Doubase C™
Contre les Hépatites virales virales B et C

People living with chronic hepatitis B are susceptible to hepatitis Delta.

Only people with hepatitis B can contract hepatitis D as well.

Hepatitis Delta is considered to be the most severe form of hepatitis because of
its potential to quickly lead to more serious liver disease than hepatitis B alone.

Of the 292 million people living with chronic hepatitis B, approximately 15-20 million are
also living with hepatitis D.

Unlike HIV and hepatitis C coinfections, there are currently no FDA approved
treatments for hepatitis Delta.
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http://www.hepb.org/research-and-programs/hepdeltaconnect/whatishepatitisd/

Doubase C™
Contre les Hépatites virales virales B et C

Hepatitis B/C Coinfection

It is possible to have both hepatitis B and C at the same time. The
hepatitis C virus may appear more dominant and reduce hepatitis B to
low or undetectable levels in the bloodstream.

Prior to curative treatment for hepatitis C, it is important for people to get
tested for hepatitis B using the three-part blood test (HBsAg, anti-HBc
total and anti-HBs).

People currently infected with hepatitis B (HBsAg positive) or those who
have recovered from past infection (HBsAg negative and anti-HBc
positive) should be carefully managed according to the American
Association for the Study of Liver Diseases (AASLD) treatment guidelines in
order to avoid dangerous elevation of liver enzymes resulting in liver
damage.
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https://aasldpubs.onlinelibrary.wiley.com/doi/10.1002/hep.29800

Open Prospective Clinical trials

Hepalilis B
vs Hepatitis C

::'_3 HEraTiTIS B




Doubase C™
Contre les Hépatites virales B et C

Diagnost
ic

Date controle

Test
gquantita Test gquantitatif ARN-RT-PCR
tif

January 2022

January 2020




Doubase C™
Contre les Hépatites virales B et C
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Doubase C™

Contre les Hépatites virales B et C
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Doubase C™




Cancure 30 mg tablet

Cancure 30mg
comprime




Assessment of cell survival and proliferation
and
Assessment of product toxicity




Cancer : C’est quoi ?

Cancer: C’est quoif) Activation continue des cellules

conduisant soit :

**La multiplication anarchique des
cellules;

s*Croissance anarchique des
cellules.




‘e Hérédité
** Mutations génétiques

 Alimentation :

— Nourriture : Produits surgelés
importeés ?

— Boissons



** Environnement

* Alimentation contaminée, déficiente
* Eau des rivieres contaminées

* Aliments irrigués par des eaux
contaminées

* Aliments contaminés par les
produits polluants

*** Mode et moyen de
conservation

e Poissons fumés
* Chaine de froid défectueuse
* Toitures des maisons en amiante

* Eau de consommation en sachets
plastiques




***Ondes électromagnétiques :

— Aliments chauffés aux micro-ondes
— Antennes de communication

— Téléphones cellulaires

— Services de phonie Talky-Walky

** Minerais radioactifs

— Carrés miniers : Uranium, Radium,
Norbium, etc. : Kivu, Katanga vs Enfants
et Femmes dans |'exploitation artisanale ;

— Entrepots des exploitants miniers ;

¢ Hydrocarbures
e Pétrole
* Mazout
* Essence
* Sachets plastiques

¢ Solvants organiques




**Transports routiers

* Cargaisons de minerais radioactifs
longs courrier routier;

**Médicaments

— Hormones ou Produits a base
d’hormones

— Métaux lourds : Plomb, Mercure,
etc.

— Autres produits cancérigenes
s*Cosmétiques
— Produits démaquillants

* A base de métaux lourds : Mercure
e A base d’hormones : Corticoides




.aay, more than 100 different drugs have been used for chemotherapy, either alone or in
combination with other treatments, For several vears, the most effective drugs used in
chemotherapy were considered to be DNA damaging agents [5]. These drugs can be divided
into different categories based on their mechanism of action. They are summarized in Figure 1.

Antitumor Antibiotics Hormones and
and Topoisomerase hormone antagonists
inhibitors
Herbal
Remedies

Anti-metabolites

Anticancer Other

Alkylating agents
HEHGS drugs Medications

Figure 1. Classification of anticancer drugs




Anticancer Drugs - Alkylating Agents

Anticancer Drugs - Alkylating
Agents

Cyclophosphamide
Ifosfamide
Melphalan
Chlorambucil

Alkylating agents

Nitrogen Mustards

Triazine and Hydrazone
derivatives

=

Ethylenimines

Nitrosoureas

Alkyl Sulfonates

Figure 2. Family of alkylating agents.




Anticancer Drugs — Anti-metabolites Agents

ANTI-
METABOLITES

Anti-purines Anti-folates

Anticancer Drugs — Anti-metabolites Agents
e Antifolates At T
e  Methotrexate, Pemetrexed ni=py rimidine

e Antipyrimidines
e  5-Fluoro-Uracil, Capetacitabine, Enil-Uracile,
Hydro-Uree Figure 3. Anti-metaboite:.
e Antipurines
e 6-Mercapto-purine, 6-Thioguanine




Anticancer Drugs — Antibiotics Agents

2.3. Antitumor Antibiotics and Topoisomerase Inhibitors
Antitumor antibiotics and topoisomerase inhibitors are obtained from the cultures of various
microorganisms. Examples:

-

Doxorubicin (Adriblastira)l).
» Darnoriebicivt (Remmermmber Cerebi),

Bleomycin {(Bleoc s).

= Pharmacology and Therapeutics

Mirformycire.
-

Mithramycin.and

= Epitrubicin.



Anticancer Drugs — Topoisomerases Inhibitors Agents

Anticancer Drugs — Topoisomerases Inhibitors Agents

hopoisomerases Inhibitors inhibit the ability of Topoisomerases to cleave
nucleic acid molecules. Therefore they are toxic. They are called

Topoisomerase Poisons bcz induce DNA disruption or DNA stabilization.

¢ Inhibitors of Topoisomerase |

o Camptothecin

o Irinotecan

o Topotecan
¢ Inhibitors of Topoisomerase Il

o Etoposide (VP-16)
Teniposide
Doxorubicin
Daunorubicin

Elipticin

o o oo

Topoisomerase | and 1l regulate the changes in DMA structure, including:

s DMA replication, transcription, recombination
¢ Chromatin remodelling

Figure 4. Structurs of DNA-Topoiso



Anticancer Drugs — Herbal Anticancer Agents

Anticancer Drugs — Herbal anticancer Agents

Vinblastine (Velber A)

e Vincristine (Oncosin)

e Vindesin (Eldisine)#

e Teniposide (VM26-Bristol)

e Podophyllotoxin



Anticancer Drugs — Hormones and Hormone Antagonists Anticancer Agents

Hormones and Hormone Antagonist Anti-cancer Agents

Hormone Antagonists are used for tumours caused by hormones or by Hormone imbalance.
Example:

e Glucocorticoid hormones

e (Qestrogens
The endogenous oestrogens is women are steroid hormones. Possible consequences of lack of
oestrogens in postmenopausal women include:

e Postmenopausal symptoms;

e Increased risks of osteoporosis;

e Coronary heart disease;

e Alzheimer’s disease.
Also the cumulative exposure to oestrogens encourages development of female reproductive cancers,
breast and uterus cancers generally occurring after hormone replacement therapy, late menopause,
etc.

Medication generally used for breast and uterus cancers:
e Benzodihydro —a-Carbazole (BDHC).
Which targets the Human estrogen receptor (hER). But the toxicity is limitative.



Anticancer Drugs — Toxicity and Adverse Effects

An understanding of toxicity and adverse effects of anticancer compounds is important:

e To design effective and potent drug combinations.
e To interpret toxicological profile of new compounds

Most cytotoxic anticancer agents are evaluated at the Maximal Tolerated Dose Levels.

The toxicity of these compounds is often a manifestation of their mechanism of action and their effect on growing normal
cells such as hair follicle cells, gastrointestinal surface epithelial cellsv and stem cells.

Toxicity and side effects of anticancer drugs include:

e Bone marrow depression (due to damage of the growing stem cells, reduction of the white blood cells, platelets and
red cell counts: with susceptibility to infections, bleeding, anaemia);

e Certain anticancer drugs cause unigue but severe bone damage (osteonecrosis of the jaw: bisphosphonates);

e Damage to growing cells (loss of hair — alopecia, skin rashes, changes in the colour and texture, loss of fingernails and
toenails);

e Surface epithelial damage to the gastrointestinal tract: ulcers, stomatitis, difficulty in swallowing (dysphagia),
vulnerability to oral infections (candidiasis, changes in saliva secretion, nausea, vomiting, diarrhea, or constipation);



Anticancer Drugs — Toxicity and Adverse Effects

e Some drug cause:

O

O
O

Kidney damage (due to extensive cell destruction, purine catabolism and disposition of urates in the
renal tubules;

Cinnamaldehyde (Anticancer drug) induces histopathological changes of kidney (increased activity of
marker enzymes, imbalance in the antioxidant status;

Liver damage may occur (due to large blood supply);

Metabolic conditions of the liver and kidney are usually monitored for possible correlation to drug
levels in the blood and dosage adjustments, since these are the major drug elimination sites or the
target prgans of toxicity;

Paclitaxel and Vincristine could cause peripheral neuropathy;

Similarly, Anthracyclines are known for rare but severe cardiopathy;

A close attention to monitor the emergence of known side effects of Anticancer drugs, as well as those
observed in the preclinical animal toxicologic studies ensure patients safety in early drug clinical trials.
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Cell line description

Human small cell lung carcinoma
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Human hepatocellular carcinoma

Human skin melanoma

Human colon adenocarcinoma
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non-cancer

Human stomach adenocarcinoma
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Human prostate carcinoma
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1.143B (Human osteosarcoma)
Figure 1.4: Cell survival following treatment 143B cells for 72 h with RBME, as determined with the MTT

assay (error bars = standard deviation, n = 6).
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5.1.9 AGS (Human stomach adenocarcinoma)

Figure 1.9: Cell survival following treatment of AGS cells
for 72 h with RBME, as determined withthe MTT assay
(error bars = standard deviation, n = 6).
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1.H69V (Human small cell lung carcinoma)

Figure 6.3: Cell survival following treatment of HG9V cells for 72 h with YS2, as
determined with the MTT assay (error bars = standard deviation, n = 6).
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1.HepG2/C3A (Human hepatocellular carcinoma)

Figure 6.5: Cell survival following treatment of HepG2/C3A cells for 72 h with YS2, as
determinedwith the MTT assay (error bars = standard deviation, n = 6).

C3A

120
100
80
60
40

Ce 20

Il

su

rvi

val

rat

er

¥ } B =

1.56 3.13 6.25 12.5 25 50 100

200

[YS2], pg/ml



1.H69V (Human small cell lung carcinoma)

Figure 14.3: Cell survival following treatment of H69V cells for 72 h with IN1, as
determined with the MTT assay (error bars = standard deviation, n = 6).
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1.143B (Human osteosarcoma)

Figure 14.4: Cell survival following treatment of 143B cells for 72 h with IN1, as
determined with the MTT assay (error bars = standard deviation, n = 6).
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1.HepG2/C3A (Human hepatocellular carcinoma)

Figure 14.5: Cell survival following treatment of HepG2/C3A cells for 72 h with IN1,
as determinedwith the MTT assay (error bars = standard deviation, n = 6).
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7. Patient KAK, 33 years, male

** Diagnosis: Rhabdomyosarcoma at the parietal
region.

% Symptoms:

d Large painful tumefaction at the parietal region of 20cm of large
diameter and 18cm of small diameter, circonscribed, of irregular
surface and firm consistency, sensible to palpation.

d  Migraine and headaches

*

» Evaluation: The ultra sound scan performed in March 2013
showed a Rhabdomyosarcoma.

®
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13. Patient MBB,33ans, male

*»*Diagnostic:

- Burgeoning mass of malignant tendency, located on the
left side; pending precision.

- Operated previously 8 times for the same tumour mass.
*** Symptoms:

" Burgeoning mass, very bloody upon contact, located
on the left side and at the lumbar pit, stinking, with
some necrotic crusts.

= The mass is hot, firm, fibrous, sensitive around the
healthy skin and adhering to the deep layer.

= Moreover, an inguinal and axial polyadenopathy is
noted.

19/02/2024 Cancure Presentation at KMRH May 2013
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15. Patient Anm, 75 years, female

+*»* Diagnosis:

= Cervix neoplasia, stage 43;
= Arterial hypertension, Grade 2;
= Non tolerated anaemia;
** Symptoms:
= Genital haemorrhage upon contact;
" Lumbar-sacrum pain;
= Myctalgia
+** Evaluation:
= Speculum: burgeoning cervix with active haemorrhage;

= Vaginal touch: infiltration of the 1/3 proximal vagina,
cataclysmic haemorrhage.
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On admission

January 2012

= Genital haemorrhage &
Myctalgia;

= Speculum: burgeoning
cervix, blooding upon
little contact;

= Vaginal Touch:
Hardening of the 2/3
upper vaginal wall,
haemorrhage with fresh
blood;

=Ultra sound scan:
swollen cervix
67x66x46mm;
haematometra of about
15ml.

UConclusion: Cervix
neoplasy, stage 4a.

Follow up
March 2012

mCessation of the

genital haemorrhage;

= Presence of
hydrorrhea;
= Follow up

radiotherapy ongoing.

Follow up
March 2012

mCessation of the
hydrorrhea;

= Speculum: presence
of some hyperaemia
zones;

= VVaginal Touch:
Smooth vaginal walls;
No more
haemorrhage upon
contact.

U conclusion: Cervix
neoplasy, stage 2b.

Cancure Presentation at KMRH May 2013

Follow up
March 2012

= Speculum: healthy cervix
with some hyperaemia zones
inside the channel bottom;

= Mont Venus tumefaction;

= Vaginal Touch: sensation of a
renitent mass at the FID;

= No suspicious looses;

= Ultra sound scan: Col of
42x33x35mm in diameter,
with regular outlines, with
heterogeneous echostructure,
with 2.5 ml haematometra.

Q Conclusion: Cervic
neoplasy, stage 2a.
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12. Patient NDM, 40 years, male

*»* Diagnosis: Rhabdomyosarcoma of the long right thigh
abductor.

** Symptoms: a painless tumefaction of firm consistency and
subject to mobility superficially, and deep by nearly 15cm
from the grand diameter and 12cm from the small diameter,
with a collateral circulation and turgescence of vessels around
the lump.

¢ Evaluation: Echo-doppler of the Ilump: big neoplasic
intramuscular lump of the long right thigh abductor, recalling
the Rhabdomyosarcoma diagnosis with deep and superficial
varicose veins of traumatic origin.
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Patient DNJ-CT 44 Female

* (B) RIGHT OVARY CYSTECTOMY AND SALPINGECTOMY:

- Cortical inclusion cysts with follicle cyst and cyst follicles
- Corpus luteum: haemorrhagic corpus luteum cyst present
- Small areas of endometriosis and endosalpingiosis
- Stromal hyperplasia and hyperthecosis

** Areas reminiscent of early serous adenofibroma
Fallopian tube: No intraepithelial atypia



Patient DNJ-CT 44 F

Ovarian carcinoma 22x14x18
cm

SRS

i s s kdidzn
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Breast cancer and arm tumour under Cancure
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11. Patient Ygj, 50 years, male

s Diagnosis: Invasive tubular carcinoma of right
breast in man.

“*Symptoms:

" right breast pain, recurring round lump of about
6cm in diameter, smooth in surface, firm in
consistency, adhering to the deep layer.

" antecedent of a mastectomy of the same breast 2
years previously, in 2011, for the same diagnosis.
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Patient Karan, 92 ans, F

Treatment
Cancure 30 mg 3x4 cés/jour since October 2017 till Mai 2018.
Tumor exeresis 3 months after installing Cancure therapy;

Evolution

Significative and progressive resorption of the tumoral mass 2 months on under Cancure therapy;
Amendment of growls (grumbles), amendment of the dyspnea 3 months on after Cancure therapy;
Exeresis of the tumoral mass 4 months on after Cancure therapy;

Scarification in first intention;

Body weight gain;

Amendment of axial adenopathies;

Good clinical evolution under Cancure therapy; no complainst, no recidive, good quality of life 11
months on hitherto.



Breast carcinoma under Cancure treatment
Patient Karan, 92 ans, F
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Breast carcinoma under Cancure treatment
Patiente NatKam
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Breast carcinoma under Cancure treatment
Patiente OrEk
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Breast carcinoma under Cancure treatment
Patiente KaTsh
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Breast carcinoma under Cancure treatment
Patiente KaTsh
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Adenocarcinome de la prostate Score Gleason 4-3=7, correspondant au grade 3 cfr ISUP

~atient - PY002025229

Kinshasa, Democratic Recuenn L IUOILUC s et

Republic of Congo Rapporte : 28/08/2023 1 3:35
g‘:‘s'g:;%&“ portable : Imprimé - 05/09/2023 11:30
Ref Doc  : Dr. MILAU IBALA FANFAN (I T
TESTER RESULTAT
‘ﬂ HISTOPATHOLOGIE
NUMERO D'HISTOPATHOLOGIE : H-1416 /23

TYPE D'ECHANTILLON :

EXAMEN MACROSCOPIQUE :

EXAMEN MICROSCOPIQUE :

CONCLUSION :

19/02/2024

Biopsies prostatiques.
Nous avons recgu sept carottes d'aspect gris-blanc, de consistance molle, dans un
flacon portant une étiquette avec le nom du patient ainsi que la mention "Biopsie

prostatique”, mesurant 1,3 -2 cm. Incluses en totalité dans une cassette.

L'analyse microscopique des fragments tissulaires regus laisse voir des sections

d'un parenchyme prostatique siége d'un processus carcinomateux fait des structu

res cribriformes. Ailleurs, on note des aspects glanduliformes adossés. Le stroma

renferme un infiltrat inflammatoire mononucléé sans signes de specificite.

Pas de foyer de nécrose tumorale ni d’engainement périnerveux objectivés dans |

es limites des fragments regus et examinés.

Adénocarcinome acinaire de la pros

+ 3 = 7, correspondant au grade 3 selon ISUP.
Transcrit par le Dr. Peter BOLIK"

Cancure Presentation at KMRH May 2013

tate de score architectural de Gleason 4
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Adenocarcinome de la prostate Score Gleason 4-3=7, correspondant au grade 3 cfr ISUP

- e AN « AW Lan! ~ T — - —

Examen réalisé : ECHOGRAPHIE RENO-VESICO-PROSTATIQUE
Protocolée ie 20/09/2023

Medecin demandeur : Dr MAVINGA MAVINGA

COMPTE RENDU

Indication : bilan de retentissement.

- Technigues : examen réalisé par voie sus pubienne.

Résultats :

Prostate majorée de taille, mesurant 110 grammes, d’échostructure hétérogéne, aux contours irréguliers et
mal limité.

Pas de nodule suspect visible.

Vésicules séminales d’aspect normal.

Vessie en réplétion incompléete, a paroi épaissie surtout au niveau du plancher, prenant fortement le
doppler couleur, contenant un ballonnet de la sonde urinaire.

Reins modérément majoré de taille de taille normale, a cortex échogénes, dilatation des cavités
pyé€localicielles.

CONCLUSION :

- Prostate hypertrophique, de nature probablement maligne, dyséctasiante de VFordre de 110
grammes de volume avec retentissement sur le haut appareil urinaire (hydronéphrose bilatérale).
- Suggestion d’un dosage de PSA.
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Adeno '
carcinome de la prostate Score Gleason 4-3=7, correspondant au grade 3 cfr ISUP

Nom ¢l POsL = NOIM & IVAEAVARINS — ansmsr~ = - = =

Prescripteur : Dr JEAN PAUL MAMPUYA

IMMUNO - ANALYSES

ANALYSES | RESULTATS | \ll_{_l!:_llil_l\it_l.bd
PSA ‘Total >100,0 ng/ml 7 < ng/ml
PSA libre 50,778 ng/ml | < 0.8 ng/ml

|

Rauo

l
|
|

INTERPRETATION

PSA I/PSAT

> 15 9% HBP Origine
hénigne

< 15 % Tumcur maligne

| Adénocarcinomes

Commentaire : les resultats lont ¢tat d'une élévation
de PSA Libre en faveur d'unc
I'échographic prostatiquc permettra ¢
saurons pas calculer le rat

alTection ¢volutive del
l¢ compléter

10 dans ccs conditions.

Cancure Presentation at KMRH May 2013

yimportante  de PSA Total et
a prostale, la réalisation de

la mise au point. Nous n¢
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Adenocarcinome de la prostate Score Gleason 4-3=7, correspondant au grade 3 cfr ISUP

Nature de I'examen : ECHOGRAPHIE VESICO-PROSTATIQUE
Date : 29/11/2023
Demandé par : Dr MBENZA NSEKI JOEL

sennsnnee e

COMPTE RENDU

Motif : Rétention urinaire.

Observation

Exploration réalisée en sus pubienne.

Vessie en réplétion suffisante, & paroi épaissie, contenu anéchogéne et
alithiasique. VPM=103 ml RPM (résidu post-mictionnel) non réalisé.
Prostate inhomogéne, majoré de taille, mesurant 60 cc de volume, de
contours irréguliers avec discret signe d’effraction capsulaire.

Reins de taille normale au cortex iso échogéne par rapport au parenchyme
hépato-splénique sans perturbation cortico-médullaire évidente.

NG e

Conclusion :

- Hypertrophie de la prostate de 60 cc de volume d’allure borderline a priori
; sans retentissement sur le haut appareil urinaire.

- Reins dédifférenciés au stade 1 échographique de I'insuffisance rénale.

- Cystite aigue.

Quid : Biopsie prostatique, PSA, ECBU, Rx Bassin, Rx rachis lombaire ...

Bien cordialement,

Prof Dr Jean MUKAYA DR MASEKO BASMAT

CNOM 2992 CNOM 14534 —
Meédecins Spécialistes/Imagerie Médicale -
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Adenocarcinome de la prostate Score Gleason 4-3=7, correspondant au grade 3 cfr ISUP

-~ T SR ‘

“TUtUre ae l'examen | LABORATOIRE
Date : 29/N0OV/2023

Demandé par . pr. MBENZI
Adresse professionnelle -

ooooooo
..............
....................................................................
........
.............

COMPT E RENDU

BIOCHIMIE

®
-PSA TOTALE_: 2.51 ng/mli VN 0.0-4.0

-PSA LIBRE : 0.65 ng/ml VN 4-10

-RATIO :25.8 %
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Cohorte de I'Hopital Gen Prov de Ref de Bukavu

[12:38, 17/01/2023] Pour Cancure, jai de bons résultats. Je
suis entrain de monter un nouveau protocole. Je suis entrain
de voir comment booster |'effet cytoréducteur.

Vu son effet puissant sur l'index mitotique, je pense qu’on
pourra avoir une fonte rapide de la masse tumorale.

Prof Dr Guy Mulinganya, MD — HGPR-Bukavu




Case Report: Patiente avec Carcinome du sein au
Burkina Faso

24/12/2022 Bonjour a toutes. Hier on a fait une séance de chimio et les médecins en
Oncologie m’ont convoque ce matin pour un entretien. J’en ai pas dormi.

Ills m’ont annoncé que la maladie de AICHA a regressé selon les derniers résultats. Je crois
que je ne pouvais réver de meilleur cadeau pour Noel.

24/12/2022 Bonsoir. Voici les derniéres nouvelles que j’ai recu de la famille aprés ces

quelques mois de traitement. Merci a vous pour ces résultats encourageants avec
Cancure.

Je souhaiterais que vous m’envoyiez les publications scientifiques sur le produit car nous
souhaitons étudier la possibilité de faire une demande d’autorisation du produit au

Burkina Faso pour mener un Essai Clinique Observationnel chez les patients volontaires.
Prof Dr Halidou Tinto, Burkina Faso Membre de la Commission mixte OMS-UA-CDC Afro




Gastro-C™
Anti-gastrite, anti-ulcere gastro-duodenal
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Gastro-C : Anti-gastrite, anti-ulcere gastro-duodenal

12:38, 11/05/2023] Prof MG: Pour Gastro-C, c'est impeccable
12:38, 11/05/2023] Prof MG: Je n'ai que des bons résultats

12:38, 11/05/2023] Prof MG: Eradication Helicobacter pylori en fin
e de traitement

[12:39, 11/05/2023] Prof MG: C'est juste le suivi de lésions
gastriques par gastroscopie que je n'arrive pas encore a faire.

[12:39, 11/05/2023] Prof MG: Sinon c'est un succes total jusque
[12:39, 11/05/2023] Prof MG: Comme je vous avez dit, j'avais eu une
chevre de la part d’'un notable de la ville qui a longtemps souffert de
gastrite.

[13:43, 29/05/2023] Dr MSel: Nous avons deux patients sous Gastro-
C avec une tres‘bonneévolution:



Capy-C™ : Anti-alopécie et chute des phaneres

Content :

Persea sp Extract : 10ml
LEUB Extract : 3mg

Cetylic Ungent : Make up to
required volume of 90ml

Researcs & Dove opment

Batch number :
Mfg date :
Exp date :

CREPPAT Laboratories Sarl
4 A, Avenue des Poids Lourds

18*™ Rue Limeté

Kinshasa, DR-Congo
www.creppatlab.com

Contact :

constbash@creppatlab.com
sales@creppatlab.com
info@creppatlab.com

+243 825 210 255 - 811 505 404

19/02/2024 Cancure Presentation at KMRH May 2013

126



Capy-C™ : In vitro trials
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Capy-C™ : Anti-alopécie et chute des phaneres

Je n'avais plus de cheveux, surtout sur la partie frontale et temporale. Tout était tombé par les
tresses, et surtout par les meches dont on se charge la téte. Mais, depuis que j'utilise Capy C™,

les cheveux repoussent, et sur toute I'étendue de la téte. Ils sont devenus bien souples, luisants,
plus longs et faciles a déméler. DDM

19/02/2024 Cancure Presentation at KMRH May 2013 128



Capy-C™ : Anti-alopécie et chute des phaneres

a a 7 ilet

Ma chevelure présentait comme un vide, un
cratére au niveau occipital du crane. Depuis

6 mois que j'utilise Capy-C™, le cratére s’est

refermé de lui-méme. Les cheveux poussent
maintenant de maniére uniforme sur la téte.
lls sont devenus luisants, souples, plus longs
et faciles a déméler et difficiles a tresser car

ils glissent d’entre les mains des tresseuses.

MTM.
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Capy-C™ : Anti-alopécie et chute des phaneres

19/02/2024

Javais des chutes de cheveux, sur les régions frontale et temporale. Tout était tombé du fait du
port régulier des perruques. Mais, depuis que j'utilise Capy C™, les cheveux repoussent, et sur

toute I'étendue de la téte. lIs sont devenus bien souples, luisants, et ne s’effilochent plus et ne
sont plus cassants. PSh
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Capy-C™ : Anti-alopécie et chute des phaneres
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C.S.SSA.HA., Inc.

9101 S. Stony Island Ave. CHICAGO, IL. 60617
phone # 773-768-7647

s WYWW.CSSAHA@AOL.COM
VYoicce/Fax # 773-721-08938

February 11, 1999

United States Embassy

Consular Section

Kinshasa, Democratic Republic of Congoe
Fax: 011243-B8022

To whom it may concem

Constantin Bashengezi of the Democratic Republic of Congo (former Zaire), is a
renowned pharmacologist/pharmacist throughout the region. He has becn on the cutting edge of
plant medicine rescarch for more than 10 years. Mr. Bashengezi has combined traditional
pharmacology with Westem technology. This is 2 combination Western scicntists only dream
about. Unfortunately, because of prior government instability and a lack of state-of-the-arn

laboratory equipment, he has been unable to perform the cntical analysis necessary 1o bring
these medicines 1o the global marketplace.

UNITED STATES PATENT

In 1997, Mr. Bashengezi was granted a United States patent (#5,607,673) as well asa
global patent (WPCT/US96/12769) for his formula to purify a rare plant extract containing
powerful antiviral activitics and convertit mto dried capsule form. This cnhanced the dosage
reliability as well as increased its potential for safe distribution. The anti-HIV components of the

extract provides a safe and natural treatment and could some day lcad to a cure for this deadly
discasc
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United States Patent [

Bashengezi

PIBEIN HIRISIR 11 B8 BRIB) RilE BUHH BRI JESIE Ji5s 'aBas IRk 18) BRIl 1R8]

US005607673A -
iy Patent Number: 5,607,673
""" [#5) Date of Patent: Mar. 4, 1997

h

(54] PURIFIED EXTRACT OF UVARIA
BREVISTIPITATA AND A PROCESS FOR
OBTAINING THE PURIFIED EXTRACT
THEREFOR

{75]. Inventor: Coanstantin M. Bashengezi, Bukavih,
Zaire

(73] Assignee: C.S.S.A.H.A., Inc., Chicago, IlI.

(21] Appl. No.: 425,747

[22] Filed: Apr. 20, 1995
Bl Il G wmmnemansisemunnsmss A61K 35/78
12] US: Cl ccmsisissns 424/195.1; 514/885; 514/894;
514/934
(58] Field of Search ... 424/195.1; 514/885,
514/894, 934
156) References Cited
‘ U.S. PATENT DOCUMENTS
4,721,727 1/1988 Kolajczak et al. ..........uu.......... 514/473
4,855,319 8/1989 Kolajczak et al. ...................... 5147473
5229419 TN993 Win € al: swusswimsinsnia: 514/473

19/02/

g

OTHER PUBLICATIONS

Jolad, et al, J. Org. Chem. 47:3151-3153, 1982.
Cole, et al., J. Org. Chem. 41:1852-1855, 1976.
Padmaja, et al.. J. Ethropharmacol. 40: 181-186, 1993.
Lumonadio, et al., J. Ethropharmacol. 31:59-65, 1991.

Primary Examiner—John W. Rollins

[57) ABSTRACT

In HIV infected individuals, cenain clinical and biological
markers are used to assess the progression or regression of
.the discase. From the plant, Uvaria bevistipitata of the
Annonaccae family, a substantially purc extract was derived.
"This extract was administered to 268 HIV infected patients
"in a clinical trail in Zaire Africa and dramatic results were
obtained. The extract was also submitted to a laboratory for
in vitro analysis. when tested against the HIV reverse
transcriptase cnzyme, the extract tested 96.7% active. In
further laboratory analysis, against HIV-,, . it demonstrated
efficacy at doses that showed no cytotoxic effects.

R

14 Clm;ns, 1 Drawing Sheet
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Universialics i boigique, poul 1cul SXpPCOItisC Proressionneliic i id qualiic ac 1Curs reCacrec:
C’est mon vif espoir que la coopération entre les chercheurs congolais et les centres
universitaires et scientifiques belges puisse continuer dans les meilleurs des circonstances.

La Belgique a fait de la lutte contre le VIH/SIDA une des priorités de sa politique de
développement. Nous ne pouvons accepter que la propagation rapide de cette épidémie annik
les progres effectués en matiére de qualité de vie, de soins de santé et de scolarisation.

Or, le désespoir n’est pas justifié. Notamment, |’ intensification de la recherche scientifique
constitue un des objectifs-clés d’une Stratégie Globale contre le SIDA. Votre rapport sur les
premiers résultats des recherches de I’antirétroviral « DOUBASE Ctm » semble justifier ce
sentiment plutdt optimiste.

Je vous sais gré de vous étre adress€ a moi sur cette importante question.

Veuillez agréer, Monsieur, 1’assurance de ma considération distinguée.

/7
//
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Faculté de Médecine, Université de Kinshasa

Clinigues Universitaires de Kinshasa;

LOMO Médical / Prof Longo-Mbenza, Limete, Kinshasa;

Dr Gén Nzuka Henri / Centre Médical CEBCO-Bandalungwa, Kinshasa;
Dr Christian Tshiambu, H6pital Militaire Central, Kinshasa

Corps de Santé Militaire / Hopital Militaire Central, Kinshasa

Clinique Hello Dr / Dr Michael Selemani, Kinshasa

Clinigue Fondation Bomoko / Dr Jacques Bolangi, Kinshasa

Centre Médical de la DGDA, Kinshasa

Centre Médical de la DGRAD, Kinshasa

Centre Médical de la CNSS, Kinshasa

Centre Médical de I'OCC, Kinshasa

Hopital Général Provincial de Réf. de Bukavu / Prof Guy Mulinganya
Dr Elie Bisimwa / Bureau Diocésain des (Euvres Médicales (BDOM) — Nord-Kivu, Goma
Dr Francis Muamba / Centre Médical Rehoboth — Lubumbashi
Centre hospitalier Espérance / Dr Anselme Lututomisa, Matadi

Dr Rose Longo — Hopital de Lukula, Kongo Central



Funding further randomized, multicenter clinical trials;

Large scale production of the medicine to meet global needs;

Large scale production of crude raw materials through domestication of
plant species and farming;

Further chemical studies for isolating the remaining active compounds and
investigation of their chemical synthesis routes for cost effective production
purpose;

Protection of intellectual property rights and safety.
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