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Executive Summary

Cancer is a leading cause of death worldwide, accounting for 8.2 million deaths in 2012. The most
common causes of cancer death® are cancers of the lung (1.59 million), liver (745,000), stomach
(723,000), colorectum (694,000), breast (521,000) and esophagus (400,000).

In 2016, an estimated 1,685,210 new cases of cancer will be diagnosed in the United States, and
595,690 people will die from this disease. The number of people living beyond a cancer diagnosis
reached nearly 14.5 million in 2014 and is expected to rise to almost 19 million by 2024.
Approximately 39.6% of men and women will be diagnosed with cancer at some point during their
lifetimes. National expenditures for cancer care in the United States? totaled nearly $125 billion in
2010 and could reach $156 billion by 2020.

One of the major handicaps in treating this condition is the lack of a fast, effective test to identify
people with abnormalities suggestive of cancer that refer them promptly for precise diagnosis.
Current test methods provide diagnosis of only a few types of cancer and have downsides. Studies
performed over the last decade have strongly suggested that cancer screening with current methods
has the risks of overdiagnosis and overtreatment of cancers that would not threaten life or cause
symptoms. Based on this, a key need is the development of biomarkers that distinguish aggressive,
life-threatening cancers from non-life-threatening tumors.

Albutran has developed an in vitro blood test that can be performed in 30 minutes; it detects the
onset of malignant tumor in a patient and has a sensitivity of 90% and a specificity of 90%. The test
detects a cancer-specific change to the molecular conformation of serum albumin that occurs in a
patient with an active malignant tumor.

Albutran’s analyzer, reagents, and method are certified and approved for use in Belarus and Russia.
The analyzer also has received the EU CE mark.

Since 2013, the test has been used in the Consulting and Diagnostic Center of Minsk (Belarus), in
the Republican Scientific and Practical Center for Organ and Tissue Transplantation of Belarus, in
the Russian Oncological Scientific Center named after N.N. Blokhin (Moscow, Russia), and other
healthcare organizations. During the development of the technology involving multiple studies and
clinical trials, hundreds of patients have been tested, and thousands of tests have been run.

Albutran is actively soliciting cooperation with US partners for clinical studies needed for FDA
approval of the test, as well as for the development of indications for use.
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Introduction

Cancer is a leading cause of death worldwide, accounting for 8.2 million deaths in 2012. The most
common causes of cancer death® are cancers of the lung (1.59 million), liver (745,000), stomach
(723,000), colorectum (694,000), breast (521,000) and esophagus (400,000).

In 2016, an estimated 1,685,210 new cases of cancer will be diagnosed in the United States, and
595,690 people will die from the disease. The number of people living beyond a cancer diagnosis
reached nearly 14.5 million in 2014 and is expected to rise to almost 19 million by 2024.
Approximately 39.6%of men and women will be diagnosed with cancer at some point during their
lifetimes. National expenditures for cancer care in the United States? totaled nearly $125 billion in
2010 and could reach $156 billion by 2020.

Cancer mortality can be reduced if cases are detected and treated early. There are two components
of early detection efforts: screening and early diagnosis. Screening is a means to identify
asymptomatic people with abnormalities suggestive of cancer or pre-cancer and refer them promptly
for diagnosis. Diagnosis is confirmation of disease by biopsy, tissue examination, or other relevant
procedures in the workup following positive screening tests®.

There have been some important successes in screening and early detection. Deaths from cervical,
colorectal and breast cancer in the United States declined substantially after screening for them
became common practice®.

However, studies performed over the last decade have strongly suggested that, in addition to
benefits, screening has downsides. In particular, there is the risk of overdiagnosis and overtreatment
(the diagnosis and treatment of tumors that would not threaten life or cause symptoms), as well as
the psychological stresses associated with a cancer diagnosis”.

This understanding has led to intensive study of ways to identify and distinguish those screen-
detected tumors that are truly life-threatening and require immediate treatment from those for which
treatment is unnecessary or can be safely delayed.

Based on this, a key need is the development of biomarkers that may distinguish aggressive, life-
threatening cancers from non-life-threatening tumors®.

Role of serum albumin in metabolite transport

Serum albumin is the main carrier protein in the circulatory system of the body. Albumin
transports cellular metabolism products, mediators, and other hydrophobic compounds; all of these
reflect the nature and intensity of physiological and pathological processes in the body.

During this metabolite transport, the albumin molecules perform complex operations: at the
beginning (1) they efficiently bind metabolites; then, during the transport in the circulatory system
(2), they strongly retain them in a bound state; and at the destination, (3) they provide efficient
dissociation and release to target cells.
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Operations of aloumin molecule during metabolite transport:

E%é e w ® b%‘%

(1) Binding (2) Transport in the circulatory system (3) Release to
target cells
Variation of the albumin binding parameters during the metabolite transport is based both on the
conformational flexibility of the albumin molecule and the strong allosteric interactions between its
binding sites.

Binding of carried metabolites always causes conformational changes in the aloumin molecules. The
nature and extent of those modifications depend on the intensity of physiological and pathological
processes in the body.

In a healthy person, the albumin molecules in the blood plasma are always loaded with multiple
metabolites. Their molecular conformation (i.e.: “native” conformation of the albumin molecule) is
significantly different than the conformation of albumin molecules which have been artificially
purified by removing of bound substances. The routine, established cellular metabolism of organs
and tissues, as well as the routine, permanent synthesis and filtration of albumin molecules in the
liver, maintain the healthy albumin condition in the body.

In a patient who has a pathological process in the body, the levels of metabolites carried by the
albumin change, depending on the type and severity of the disease. The conformation of albumin
molecules may be modified as a consequence of these changing metabolite levels.

Carcinogenesis

Tumors typically progress in a stepwise fashion® °:

(1) Hyperplasia - cells divide too often but appear normal

(2) Dysplasia - the tumor cells and tissue appear abnormal. Additional genetic changes in the
hyperplastic cells lead to increasingly abnormal growth. The cells and the tissue no longer
look normal. The cells and the tissue may become disorganized.

(3) Carcinoma in situ - tumor contains primarily altered cells and is growing larger; it has not
left the site of origin. Additional changes make the cells and tissues appear even more
abnormal. The cells are now spread over a larger area, and the region of the tissue involved
primarily contains altered cells. A key facet of in situ growths is that the cells are contained
within the initial location and have not yet invaded other tissues. Cancers of this type are
often totally curable by surgery because the abnormal cells are all in one location.

(4) Metastatic cancer - tumor has begun to invade nearby or distant tissues.
These metastatic tumors are the most dangerous and account for a large percentage of cancer
deaths.

During the early stages of cancer (steps 1 and 2), tumors are typically benign and remain confined
within the normal boundaries of a tissue. In step 3, the tumors become cancerous and begin to grow.
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In step 4, tumors become malignant, and they gain the ability to break through the cell boundaries
and invade adjoining tissues’.

Metabolic changes during cancer

For many years, cancer was fundamentally considered a disease of uncontrolled cell proliferation.
Although significant metabolic changes were acknowledged to occur in cancer cells®, this was
considered a secondary phenomenon.

More recently, the metabolic changes that occur during cancer are being reconsidered as more
central to the disease itself: the effects of oncogenes and tumor suppressors on proliferation are
closely associated with metabolic changes which can either be a consequence or be necessary to
promote cell growth or to support biomass accumulation and drive the cancer phenotype®.

Altered metabolism is a hallmark of cancer. In almost all solid and hematological malignancies,
metabolic pathways involved in energy production or the biosynthesis of carbohydrates, lipids,
amino acids, or nucleotides are hijacked to meet the specific nutritional and growth requirements of
the tumor. These alterations often favor the growth of rapidly dividing cancer cells and inhibit
metabolic signaling that prevents tumor initiation or attenuates tumor progression and metastatic
dissemination. Thus, cancer can be thought of as a metabolic disease™.

The proliferation of cancer cells necessarily requires cellular building blocks such as fatty acids,
nucleic acids, proteins, and lipids. Cancer cells receive these building blocks from the circulatory
system. However, coincidently, they release back into the blood the waste products of their
metabolism, changing the overall metabolite composition of the circulatory system.

Role of serum albumin in tumor development

With respect to a developing tumor, the role of albumin is similar to that in normal cells: albumin
delivers fatty acids, which are the main nutrition for tumor cells, evacuates waste products of
cellular metabolism, and transports tumor-derived mediators to organs and systems of the body**.

In the earliest stages of tumor development, hyperplasia and dysplasia, when the tumor is benign
and the tumor cells have an unchanged metabolism, the albumin provides transport of metabolites
for the tumor cells in the same manner that it does for normal tissue, and there is no significant
change to the load or role of albumin molecules.

In the early stages of malignant tumors, however, the tumor cells change their metabolism and begin
uncontrolled proliferation along with the production of metabolic mediators which inhibit
prevention systems of the host body™?%. When the tumor mass is small, the quantity of tumor-
derived mediators released into the blood is minimal. Albumin molecules bind tumor-derived
mediators and conceal them within the wider albumin pool that detains delivery of tumor-derived
mediators and thereby suppresses their influence on the prevention systems of the body. Thus, in the
early stages of malignant tumors, albumin suppresses the influence of tumor signals on the
prevention systems of the host organism and proliferation of cancer cells**%.

After the tumor initiates steady growth that is coupled with increased tumor mass and systemic
intervention in the organism, the albumin molecules become substantially loaded with tumor-
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derived mediators. Under these conditions, the albumin performs an effective targeted transfer of the
tumor mediators and does not prevent, but rather supports, active growth of the tumor.

In cancer patients after an effective antitumor treatment, when the tumor has been removed from the
body or its growth has been depressed, the release of active tumor metabolites and their transport by
albumin molecules are stopped or significantly reduced. Under such conditions, the role of albumin
molecules is restored to “normal” — albumin suppresses the influence of tumor residues on the
prevention systems of the host organism and thereby helps the recovery.

Thus, in a cancer patient, the role of the albumin differs, depending of the stage of cancer. In the
early stages of cancer, when the tumor mass is small, the loading of albumin molecules is “normal”,
and the role of albumin is to suppress the influence of tumor signals on the body systems and cancer
cell proliferation. In a patient with a developed cancer, who has a relatively larger and more
malignant tumor, the albumin molecules are substantially loaded with tumor-related metabolites?**’
and play a role of supporting the tumor growth.

Additionally, albumin is the main carrier protein for fatty acids, one of the important cellular
building blocks required for proliferation of cancer cells. Albumin molecules directly interact with
cellular membranes to deliver such metabolites to cancer cells and load the tumor-derived
molecules. In a cancer patient, this loading of albumin molecules with the tumor-delivered
metabolites depends on the type of tumor cell metabolism (normal or altered) and the activity of
their proliferation.

Along with the tumor mass, the loading of aloumin molecules and their role in tumor growth depend
also of the total amount of albumin in the body: decreased serum albumin is associated with
unfavorable prognosis in patients with malignant tumors?=.

Cancer diagnostics in vitro

There are two approaches to cancer detection in vitro; both are based on the metabolic changes
occurring in cancer patients.

First, the traditional approach is the detection in the patient’s fluids of specific substances, which are
produced by cancer or by other cells of the body in response to cancer or certain benign
(noncancerous) conditions and have much higher levels in cancerous conditions. Many different
tumor markers have been characterized and are in clinical use. Some are associated with only one
type of cancer, but others are associated with two or more cancer types. However, no “universal”
tumor marker that can detect all types of cancer has been found. Additionally, not every patient with
a particular type of cancer will have a higher level of a tumor marker associated with that cancer.
Moreover, tumor markers have not been identified for every type of cancer®.

Summarizing the results of the investigations following the traditional approach, which were
performed during the last decades, no specific substance has been discovered in patient fluids that
meets both of these criteria:

¢ has a much higher level in cancer patients than in cancer-free individuals;

e is considered a “universal” marker for malignant tumors.
Moreover, the traditional tumor markers do not distinguish between malignant tumors that are truly
life-threatening and require immediate treatment (malignant cancer at stages “‘carcinoma in situ” and
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“metastatic cancer”) from those for which treatment is unnecessary or can be safely delayed (non-
malignant tumors at the stages of ”hyperplasia” and “dysplasia”).

The second, more recent approach is to detect interrelated metabolic changes in the complex of
multiple metabolites in blood plasma. This allows for the identification of cancer-specific metabolic
signatures in a patient***®. Most of these plasma metabolites are not specific for cancer, and the
changes in their levels in blood plasma are relatively small.

Competitive cancer diagnosis tests

More than 20 tumor markers are currently in use*’. The most commonly used are:
e alpha-fetoprotein (AFP),
e cancer antigen 125 (CA125),

cancer antigen 15-3 (CA15-3),

carbohydrate antigen 19-9 (CA19-9),

carcinoembryonic antigen (CEA),

human chorionic gonadotropin (HCG or b-HCG) and

prostate-specific antigen (PSA).

Such tumor markers are very useful in determining whether a tumor is responding to treatment or
assessing whether it has recurred. However, no tumor marker identified to date is sufficiently
sensitive enough or specific enough to be used on its own to screen for cancer®.

For example, the PSA test is often used to screen men for prostate cancer, but most men with an
elevated PSA level do not have prostate cancer. Results from two large randomized controlled trials,
the NCI-sponsored Prostate, Lung, Colorectal, and Ovarian Cancer Screening Trial (PLCO) and the
European Randomized Study of Screening for Prostate Cancer, showed that PSA testing at best
leads to only a small reduction in the number of prostate cancer deaths. Moreover, it is not clear
whether the benefits of PSA screening outweigh the potential harm caused by the follow-up
diagnostic tests and treatments for cancers which, in many cases, would never have threatened a
man’s life. Similarly, results from the PLCO trial showed that CA-125, a tumor marker that is
sometimes elevated in the blood of women with ovarian cancer but can also be elevated in women
with benign conditions, is not sufficiently sensitive or specific to be used to screen for ovarian
cancer in women®,

Moreover, among the currently known tumor markers, there exists no “universal” tumor marker for
the proliferation of malignant cells in the body, nor any marker that could help to distinguish
malignant tumors that are truly life-threatening and require immediate treatment (active malignant
tumor) from those for which treatment is unnecessary or can be safely delayed (benign tumor or
inactive malignant tumor ).

In the last decades, cancer researchers are turning to serum/plasma proteomics (the study of protein
structure, function, and patterns of expression) and metabolomics (metabolite profiling of
serum/plasma) in hopes of discovering new biomarkers that can be used to identify disease in its
early stages, to predict the effectiveness of treatment, or to predict the chance of cancer recurrence
after treatment has ended “*“®,
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These methods have not yet been established in routine clinical practice. The main limitations are
the high cost of equipment, the need for highly trained personnel, and the fact that there is still no
established, adequately sensitive, and specific serum biomarker panel that could be used for
diagnostic or screening purposes®.

Another promising approach is to develop cancer tests based on the detection of interrelated
metabolic changes in a complex of multiple metabolites in blood plasma, which can be a cancer-
specific metabolic signature in a patient. Recent pilot studies have demonstrated that such an
approach might allow development of diagnostic tests for lung, breast and pancreatic cancers, as
well as for distinguishing prostate cancer from benign prostatic hyperplasia***®. The major
limitations, which prevent rapid integration into clinical practices of metabolic profile methods, are
similar to the issues with proteomics methods: the high cost of equipment, the need for highly
trained personnel, and the need to establish metabolic profiles of serum/plasma which could be used

for diagnosis.

Among the foregoing commonly used and newly discovered tumor markers, none provide
physicians with comprehensive overview information regarding the presence or absence of
malignant cell proliferation somewhere in a patient. However, we see promise in another option, an
Albumin Conformation Test, discussed next.

Albumin Conformation Test: A novel approach to improve cancer diagnosis

e We have developed an Albumin Conformation Test, a new in vitro test of blood serum that
detects changes in the conformation of serum albumin molecules that relate to changes in the
carried load of adherent molecules®®**2. We have evidence that these changes can indicate
the presence of active proliferation of malignant cells in the examined patient by detecting
albumen molecular conformational changes as the adherent metabolic products shift from
normal metabolism to include more abnormal load burden. These changes can be used in
conjunction with other clinical data: As a screening test to detect cancer-specific metabolic
alterations in patients

e To determine whether the cancer growth has stopped or the disease is progressing

e To determine when cancer treatment is effective or needs to be changed

The test can promptly provide physicians with important information that allows them to diagnose
malignant tumors at an early stage. The test can be quickly performed in about 30 minutes using a
standard blood sample.

The Albumin Conformation Test appears to universally detect cancer of different sites and types;
extensive clinical studies have shown a high specificity and sensitivity of the test to various types of
cancer’®****% gych sensitivity is due to the fact that the Albumin Conformation Test does not
diagnose a tumor itself, but rather detects the specific changes in the blood transport system of the
organism arising from the influence of actively growing malignant cells.

The test can help improve patient care and provide physicians with important information that
allows them to treat patients with life-threatening tumors at an early stage and to avoid
overtreatment of patients with benign conditions.

Clinical studies conducted in Russia, Belarus, and Germany support its clinical utility®®>"*%%,
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Science behind the test

Serum albumin is the main carrier protein in the circulatory system of the body. Its major function is
to transport fatty acids and other hydrophobic molecules. The albumin molecule globule has a
flexible conformation. In the blood plasma, the albumin conformation is such that its hydrophilic
sites are located on the surface of the globule and its hydrophobic sites are inside the globule; it acts
as a molecular container with a hydrophilic surface and a hydrophobic interior. When it transports
hydrophobic molecules in the circulatory system, the albumin hides them inside the globule**®>. To
bind (load) or release the carried metabolites, the aloumin molecule interacts directly with the cell
membrane surface receptor albondin of the target cell.

The globular albumin molecule has 9 specific sites for strong binding of long-chain fatty acids, and
it can also hold fatty acids in the space between the albumin domains inside the albumin globule.
The hydrophobic area inside the albumin globule also serves as the path for load and release of fatty
acids and is the main unspecialized binding site of the albumin for other hydrophobic molecules™®.

The conformation of the albumin globule is flexible and can be slightly modified, depending on
bound metabolites™. In the blood plasma, the albumin molecules always are loaded with cellular
metabolism products, mediators, and other hydrophobic compounds, all of which depend of the
nature and intensity of physiological and pathological processes in the body. In healthy subjects,
modifications of the albumin conformation are detectable but not significant.

However, a significant change to the albumin conformation is observed in cancer patients using
fluorescent methods®®™ and EPR spectroscopy”*>***® " |n the clinical studies with cancer
patients, it was found that, in patients with various types of active malignant tumors, a specific
conformational change to the albumin conformation can be detected by the EPR method that allows
early diagnosis of malignant tumors with 90% specificity and 90% sensitivity>*>"**®*. The presence
or absence of the change to the albumin molecule conformation correlates with the activity of a
malignant process and presumably reflects the loading of albumin molecules by metabolites
produced by tumor cells.

The high sensitivity of the conformation of aloumin molecules to tumor-derived metabolites is the
crux of the test technology.

The test analyzes the serum albumin using Electron Paramagnetic Resonance Spectroscopy (EPR), a
method commonly used in laboratories but not typically in health care applications. The spin probe
16-doxyl stearate, which is specific to albumin, is used to detect albumin-bound and unbound (free)
portions of the spin probe in the patient’s serum sample. This allows an estimation of the albumin
binding parameters, such as the binding constant and binding capacity of the albumin binding sites,
and provides an estimation of the conformation of the albumin molecules.

A spin probe is a molecule that contains a stable free radical and can bind to other molecules. In the
Albumin Conformation Test, the spin probe (16-doxyl stearate) can bind to both the specific and
unspecified binding sites of the albumin molecule®*®. These binding sites have a very high binding
constant for the probe and are highly sensitive to allosteric interactions on the albumin molecule’".

For the fatty acid spin probe, the binding constant and capacity of the unspecified binding site of the

albumin molecule (the binding site formed on the hydrophobic area inside the albumin globule)

depends on the pattern of the metabolites carried by the albumin. This unspecified binding site of the

albumin molecule is the main “container” for transport of a variety of hydrophobic metabolites, for
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which the albumin molecule has no specific binding sites*’. Once loaded on the albumin molecule,
the spin probe molecules compete with other albumin-bound metabolites for binding on the
unspecified albumin site. This determines the sensitivity of the fatty acid spin probe for a load of
metabolites on the albumin molecule.

For measurement, a sample with the spin probe is exposed to a high magnetic field and microwaves
that cause a resonance of the free radical in the spin probe. The resonance response of the spin probe
IS measured as a spectrum of an electron paramagnetic resonance (EPR) of the spin probe that
reflects the structure and the properties of the protein molecule to which the spin probe is bound.
The technique for the measurement and interpretation of EPR spectra is called EPR spectroscopy.
Initially, the method of EPR spectroscopy of serum albumin in vitro was developed in the
Belorussian Research Institute of Oncology and Medical Radiology™®*"°. Subsequently, the method
has been improved in cooperation with experts at the Transfusion Medicine and Medical Physics
Institutes of Leipzig University®*>>°8%4%> University Clinic Charité (Berlin) *°, Oregon Health &
Science University (USA) ***! and others.

Clinical studies have confirmed that a specific change in the conformation of serum albumin is
detected in patients with active malignant tumors at an early stage and is not observed in cancer-free
subjects, including healthy persons, patients with benign tumors, and those with non-malignant
chronic diseases >*****°>%47° |n 3 follow-up study of cancer patients, it was confirmed that the
albumin conformation correlates with the course of the disease: the albumin conformation is
restored to “normal” after an effective anti-cancer therapy; cancer-specific change to the albumin
conformation is detected at an early stage of cancer relapse.

In these clinical studies, it was confirmed that, in patients with various types of malignancies, the
test of albumin conformation could be used for early diagnosis of malignant tumors with 90%
specificity and 90% sensitivity>*>*°%°5%4,

In summary, the Albumin Conformation Test

e is a marker for active malignant tumors in a patient
evaluates the loading of patient’s albumin by cancer-specific metabolites derived from
cancer cells of a malignant tumor

e is covered by US patent 9528992 (also published as EP2817626), “Methods and Kits for
Detection of Active Malignancy.”

Clinical Results

A number of clinical studies examining a variety of patients with various types of cancer, healthy
subjects, patients with benign tumors, and non-malignant chronic diseases have shown the test to
have a high specificity and high sensitivity. Sensitivity is the ability of a test to identify those with
malignant tumors (true positive rate). Specificity is the ability of the test to identify those without
malignant tumors (true negative rate). Both the sensitivity and specificity of the test are about 90%.
The sensitivity and specificity values can be seen below in the short summaries of some clinical
trials.
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The utility of the method was confirmed in the series of clinical studies carried out in clinics in
Belarus, Russia, and Germany:

HUMAINE Klinikum Bad Saarow, Germany (2002-2003)

Evaluation of the utility of EPR test of serum albumin for diagnosis of chronic lymphocytic
leukemia (BCLL)

Clinical study group: 9 patients with BCLL, 4 patients with benign hematological diseases, and 4
healthy persons

Confirmed diagnostic utility: sensitivity 100%, specificity 85%

Clinic for Mouth, Jaw and Facial Surgery, Johannes-Gutenberg-University Mainz, Germany (2003)
Evaluation of the utility of EPR test of serum albumin for diagnosis of malignant tumors of
the maxillofacial area

Clinical study groups: Cancer patients with the following tumor sites: epithelial cancer of tongue
(1), mukoepidermoid tongue cancer (1), cornified epithelial cancer of cheek (3), epithelial cancer of
floor of oral cavity (1), epithelial cancer of lower jaw (1), basal cell cancer (1), basaloid epithelial
cancer (1);

Control group of 10 patients with diseases of non-malign origin in regions of face, jaw, and mouth,
and one patient with leukoplakia which is the disease known to be often a pre-stage of malign tumor
Confirmed diagnostic utility: sensitivity 100%, specificity 70%

Blutspendedienst Sachsen, Blutspendedienst Baden Wiirtenberg, Institut fiir Transfusionsmedizin
Universitdtsklinikum Leipzig, Germany 2003-2006
Evaluation of the ESR test utility for early diagnosis of cancer in the cohort of plasma and
blood donors
Study design: look back samples of plasma and blood donors, which become available after the
storage time required by law, were selected from blood banks and analyzed as blind samples.
Clinical study groups: 188 patients in total: 79 donors with a post-donation report of cancer and 99
donors who remained cancer-free after comparable time periods.
Confirmed diagnostic utility:
Specificity 94%;
Sensitivity, depending on the time period prior to the diagnosis of cancer:

» 0 to 3 months prior the diagnosis - 89%;

* 4 to 6 months prior the diagnosis - 84%;

» 7to 12 months prior the diagnosis - 59%.

N. N. Blokhin Russian Cancer Research Center RAMS (2006)

Evaluation of the diagnostic utility of EPR test of serum albumin for cancer diagnosis and
monitoring.

Clinical study group: 245 serum samples from 96 patients with cancer of the stomach, pancreas,
esophagus, kidney, adrenal, colon, and retroperitoneal tumors, and 153 serum samples from 70
cancer-free individuals.

Confirmed diagnostic utility: sensitivity 71.4%, specificity 75.7%

A.1.Burnazian Federal Medical Biophysical Center, Moscow, Russia (2007-2010)

Evaluation of the utility of EPR test of serum albumin for cancer diagnosis.

Clinical study group: 657 serum samples, from cancer patients with various clinical conditions, and
the control groups of healthy individuals and patients with chronic diseases.

Confirmed diagnostic utility: sensitivity 90.4%, specificity 100%
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N. N. Blokhin Russian Cancer Research Center RAMS (2013)

Evaluation of the diagnostic utility of EPR test of serum albumin for ovarian cancer.
Clinical study group: 19 women with ovarian cancer, 5 women with benign ovarian tumors, 15

healthy women.

Confirmed diagnostic utility: sensitivity 100%, specificity 100%Summarized data for cancer

patients observed before treatment:

Blind samples of serum and plasma EDTA from 1267 patients were studied:

» 585 healthy individuals (blood and plasma donors, volunteers);

» 128 patients with chronic non-malignant diseases;

» 554 cancer patients before treatment.

Clinical utility of the Aloumin Conformation Test:

Specificity:
: Number of I
Patient group patients Specificity
Healthy individuals 585 98%
Pgtlents with chronic non-malignant 128 239
diseases
Sensitivity:
: Number of L
Cancer patient groups patients Sensitivity
Cancer patients, in total 554 90%
Gastrointestinal tumors 84 93%
Lung cancer 26 96%
Breast cancer 31 87%
Prostate cancer 82 90%
Non-Hodgkin's lymphoma 39 95%
Malignant lymphoma 23 91%
Plasmacytoma 34 97%
Leukemia 31 87%
Other cancer sites 204 88%
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Approvals and Certifications
Belarus and Russia:

Analyzer, reagents and the method of investigation are certified and approved for use

Analyzer AXM-09 and the set of reagents “ATA-test” are registered by the Ministry of
Health of the Republic of Belarus (Registration Certificates No IM-7.98584 and IM-
7.99443) and by Roszdravnadzor of the Russian Federation (Registration Certificates No
FSZ 2012/12247 and RZN 2013/377).

The medical technology is permitted for use by the Federal Service for Supervision of Health
of the Russian Federation (Permission Certificate for the use of the new medical technology
No FS 2009/315).

Clinical guidelines "Laboratory diagnosis of a malignant proliferation by the method of EPR
spectroscopy to determine changes of the transport properties of albumin in the blood serum”
are approved by the Association of Professionals and Institutions of the Laboratory Services
"Federation of Laboratory Medicine" of the Russian Federation®?.

The test has been used in the Consulting and Diagnostic Centre of Minsk (Belarus), in the Russian
Oncological Scientific Center named after N.N. Blokhin (Moscow, Russia), and other health care
organizations since 2013.

Europe:

Analyzer AXM-09 has CE mark. Certificate of Conformity was issued by SERTIKA
(Certificate Registration No. LS.08.02.2153 on June 04, 2014).

Test Procedure

The test procedure is very simple and straightforward. It consists of drawing a blood sample from
the patient and analyzing it using the Analyzer AXM-09. The details of the process are:

(1) Draw venous blood from the patient,

(2) Separate serum or plasma EDTA by centrifugation of the blood sample,

(3) Mix two 50 ul aliquots of the serum sample with the reagents from the kit “ATA-test,”
(4) Incubate the probes with the shaker for 10 minutes at 37°C,

(5) Analyze the probes with the AXM-09 (duration: 8 minutes per patient sample).

Single patient sample processing time (practical): 30 to 40 minutes, each.
Analyzer throughput maximum (practical): 6 to 8 prepared samples per hour.

TEST SAMPLES: 100 pl of serum or EDTA plasma

Samples of serum or EDTA plasma may be stored prior to the study:

Without freezing at a temperature of 4 to 10 degrees C for 5 days
Frozen at minus 30 degrees C for up to 5 years
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Equipment

Weight of 60 kg, dimensions 52x50x30 cm

LABORATORY ANALYZER “EPR AXM-09”

* Registration Certificate of Federal Service on Surveillance in Healthcare of Russian Federation
(ROSZDARVNADZOR) no. FSZ 2012/12247 from June 01, 2012.
* Registration Certificate of Ministry of Health of the Republic of Belarus no. IM-7.98584 from September 07, 2017.
«  The analyzer meets all international standards applied to in vitro devices
(Appendix presents the list of applied international standards).

CONSUMABLES:

Sets of reagents for assessment of the albumin parameters in serum and plasma by the
electron paramagnetic resonance method “ATA-test-C-20”, “ATA-test-C-80” (for diagnosis of
growing malignant tumors)

» Registration Certificate of Federal Service on Surveillance in Healthcare of Russian Federation no. RZN 2013/377
from March 15, 2013.

» Registration Certificate of Ministry of Health of the Republic of Belarus no. IM-7.99443 from September 07, 2017.

«  Sets of reagents are manufactured according to all international standards and requirements for in vitro devices.

Analyzer ""AXM-09" and the reagent kits ""ATA-test™ are produced in the Republic of Belarus
by the Research and Production Enterprise ""Albutran™

MEASURED PARAMETER OF ALBUMIN:

v" DR - albumin conformation index (For diagnosis of active malignancy)

INTERPRETATION OF “ATA-TEST” RESULTS

For cancer diagnosis and monitoring:

e Norm value: DR values greater than 1.0 indicate patients without an active malignant tumor;
e DR values equal to 1.0 correspond to the borderline (or transitional) state;
e DR values less than 1.0 indicate patients having an active malignant tumor.
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http://albutran.by/data/documents/ATA-test_RU-RB.pdf

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

REFERENCES

World Cancer Report 2014. / WHO. http://www.who.int/mediacentre/factsheets/fs297/en/
Statistics at a Glance: The Burden of Cancer in the United States./ NCI.
https://www.cancer.gov/about-cancer/understanding/statistics

Cancer. Fact sheet. / WHO. http://www.who.int/mediacentre/factsheets/fs297/en/

Screening and early detection. / NCI. https://www.cancer.gov/research/areas/screening.

Cancer development. Cancer Quest. / https://www.cancerquest.org/cancer-biology/cancer-
development

Cancer development. Cancer Quest. / https://www.cancerquest.org/cancer-biology/cancer-
development?gclid=CPbcut6 OutECFVIfGQodotYC0Q

Cell division and cancer. / Scitable by nature education.
http://www.nature.com/scitable/topicpage/cell-division-and-cancer-14046590

E. Currie, A. Schulze, R. Zechner at all. Cellular metabolism and cancer. / Cell Metab. 2013 Aug 6;
18(2): 153-161. https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3742569/

H. A. Coller. Is cancer a metabolic disease? / Am J Pathol. 2014 Jan; 184(1): 4-17.
https://www.ncbi.nIm.nih.gov/pmc/articles/PMC3873478/

A. Nagarajan, P. Malvi, N.Wajapeyee. Oncogene-directed alterations in cancer cell metabolism. /
Trends in cancer. V 2, Issue 7, p365-377, July 2016. /
http://www.cell.com/trends/cancer/fulltext/S2405-8033(16)30058-9

Peters T. (1995). All about albumin: biochemistry, genetics, and medical application. Academic
Press, San Diego.

Serum albumin is a multi-functional protein found in blood plasma and serum that is critical to cell
health. Invitria. https://www.invitria.com/cell-culture-products-types/serum-albumin/

D.Call. The Role of Albumin and Fluids in the Body. VetFolio. DECEMBER 2005 (VOL 26, NO
12). http://www.vetfolio.com/veterinary-practice-issues/the-role-of-albumin-and-fluids-in-the-body
Ha CE, Bhagavan NV. Novel insights into the pleiotropic effects of human serum albumin in health
and disease. Biochim Biophys Acta. 2013 Dec;1830(12):5486-93.
https://www.ncbi.nlm.nih.gov/pubmed/23602811

Roberson CD, Atay S, Gercel-Taylor C, Taylor DD.Tumor-derived exosomes as mediators of
disease and potential diagnostic biomarkers. Cancer Biomark. 2010-2011;8(4-5):281-91.
https://www.ncbi.nlm.nih.gov/pubmed/22045359

Stepinski D. Nucleolus-derived mediators in oncogenic stress response and activation of p53-
dependent pathways. Histochem Cell Biol. 2016 Aug;146(2):119-39.
https://www.ncbi.nlm.nih.gov/pubmed/27142852

Liliana Czernek, Markus Diichler. Functions of Cancer-Derived Extracellular Vesicles in
Immunosuppression. M. Arch. Immunol. Ther. Exp. (2017). doi:10.1007/s00005-016-0453-3.
https://link.springer.com/article/10.1007/s00005-016-0453-3

Hyundoo Hwang, Changsik Shin, Juhee Park et all. Human breast cancer-derived soluble factors
facilitate CCL19-induced chemotaxis of human dendritic cells. Scientific Reports 6,

Article number: 30207 (2016). doi:10.1038/srep30207. http://www.nature.com/articles/srep30207
Ma C, Dong X. Colorectal cancer-derived Foxp3(+) IL-17(+) T cells suppress tumour-specific
CD8+ T cells. Scand J Immunol. 2011 Jul;74(1):47-51. doi: 10.1111/j.1365-3083.2011.02539.x.
https://www.ncbi.nlm.nih.gov/pubmed/21352252

Shu Wen Wen, Jaclyn Sceneay, Luize Goncalves Lima et all. The Biodistribution and Immune
Suppressive Effects of Breast Cancer—Derived Exosomes. Cancer Res; 76(23); 6816-27. ©2016 AACR.

Page 16 of 21


http://www.who.int/mediacentre/factsheets/fs297/en/
https://www.cancer.gov/about-cancer/understanding/statistics
http://www.who.int/mediacentre/factsheets/fs297/en/
https://www.cancer.gov/research/areas/screening
https://www.cancerquest.org/cancer-biology/cancer-development
https://www.cancerquest.org/cancer-biology/cancer-development
https://www.cancerquest.org/cancer-biology/cancer-development?gclid=CPbcut6OutECFVlfGQodotYC0Q
https://www.cancerquest.org/cancer-biology/cancer-development?gclid=CPbcut6OutECFVlfGQodotYC0Q
http://www.nature.com/scitable/topicpage/cell-division-and-cancer-14046590
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=23791484
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=23791484
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3742569/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3873478/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3873478/
file:///D:/PROJECT-WORK/2016-Project%20work/White%20pages/White%20paper%20for%20investors/Cancer/V%202,%20Issue%207
http://www.cell.com/trends/cancer/fulltext/S2405-8033(16)30058-9
https://www.invitria.com/cell-culture-products-types/serum-albumin/
http://www.vetfolio.com/veterinary-practice-issues/the-role-of-albumin-and-fluids-in-the-body
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ha%20CE%5BAuthor%5D&cauthor=true&cauthor_uid=23602811
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bhagavan%20NV%5BAuthor%5D&cauthor=true&cauthor_uid=23602811
https://www.ncbi.nlm.nih.gov/pubmed/23602811
https://www.ncbi.nlm.nih.gov/pubmed/23602811
https://www.ncbi.nlm.nih.gov/pubmed/?term=Roberson%20CD%5BAuthor%5D&cauthor=true&cauthor_uid=22045359
https://www.ncbi.nlm.nih.gov/pubmed/?term=Atay%20S%5BAuthor%5D&cauthor=true&cauthor_uid=22045359
https://www.ncbi.nlm.nih.gov/pubmed/?term=Gercel-Taylor%20C%5BAuthor%5D&cauthor=true&cauthor_uid=22045359
https://www.ncbi.nlm.nih.gov/pubmed/?term=Taylor%20DD%5BAuthor%5D&cauthor=true&cauthor_uid=22045359
https://www.ncbi.nlm.nih.gov/pubmed/22045359
https://www.ncbi.nlm.nih.gov/pubmed/22045359
https://www.ncbi.nlm.nih.gov/pubmed/?term=St%C4%99pi%C5%84ski%20D%5BAuthor%5D&cauthor=true&cauthor_uid=27142852
https://www.ncbi.nlm.nih.gov/pubmed/27142852
https://www.ncbi.nlm.nih.gov/pubmed/27142852
https://link.springer.com/article/10.1007/s00005-016-0453-3
http://www.nature.com/articles/srep30207#auth-1
http://www.nature.com/articles/srep30207#auth-2
http://www.nature.com/articles/srep30207#auth-3
http://www.nature.com/articles/srep30207
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ma%20C%5BAuthor%5D&cauthor=true&cauthor_uid=21352252
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dong%20X%5BAuthor%5D&cauthor=true&cauthor_uid=21352252
https://www.ncbi.nlm.nih.gov/pubmed/21352252
https://www.ncbi.nlm.nih.gov/pubmed/21352252

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

DOI: 10.1158/0008-5472.CAN-16-0868 Published December 2016.
http://cancerres.aacrjournals.org/content/76/23/6816.short?rss=1

Po-Lin Kuo, Jen-Yu Hung, Shau-Ku Huang et all. Lung Cancer-Derived Galectin-1 Mediates
Dendritic Cell Anergy through Inhibitor of DNA Binding 3/IL-10 Signaling Pathway. J Immunol
2011; 186:1521-1530; Prepublished online 29 December 2010; doi: 10.4049/jimmunol.1002940.
http://www.jimmunol.org/content/jimmunol/186/3/1521.full.pdf

Michael W. Graner, Anna Likhacheva, Jane Davis, et all. Cargo from Tumor-Expressed Albumin
Inhibits T-Cell Activation and Responses. Cancer research; November 2004, VVolume 64, Issue 21.

DOI: 10.1158/0008-5472.CAN-04-1871. http://cancerres.aacrjournals.org/content/64/21/8085
Shunsuke Nojiri' Takashi Joh. Albumin Suppresses Human Hepatocellular Carcinoma Proliferation
and the Cell Cycle. Int J Mol Sci. 2014 Mar; 15(3): 5163-5174. doi: 10.3390/ijms15035163.
https://www.ncbi.nIm.nih.gov/pmc/articlessPMC3975446/

Gallego-Sandin S, Novalbos J, Rosado A, Cano-Abad MF et all. Albumin prevents mitochondrial
depolarization and apoptosis elicited by endoplasmic reticulum calcium depletion of neuroblastoma
cells. Eur J Pharmacol. 2005 Sep 27;520(1-3):1-11.
https://www.ncbi.nlm.nih.gov/pubmed/16153637

Laursen I, Briand P, Lykkesfeldt AE.Serum albumin as a modulator on growth of the human breast
cancer cell line, MCF-7. Anticancer Res. 1990 Mar-Apr;10(2A):343-51.
https://www.ncbi.nlm.nih.gov/pubmed/2346307

Mehta, A. I., Ross, S., Lowenthal, M. S., Fusaro, V., Fishman, D. A,, Petricoin, E. F., & Liotta, L.
A. (2003). Biomarker Amplification by Serum Carrier Protein Binding. Disease Markers, 19(1), 1-
10. http://doi.org/10.1155/2003/104879

Lowenthal MS, Mehta Al, Frogale K. Analysis of Albumin-Associated Peptides and Proteins from
Ovarian Cancer Patients. Clin Chem. 2005 Oct;51(10):1933-45.
https://www.ncbi.nlm.nih.gov/pubmed/16099937

Ochi Y, Kazuma Y, Hiramoto N et all. Utility of a simple prognostic stratification based on platelet
counts and serum albumin levels in elderly patients with diffuse large B cell lymphoma. Ann
Hematol. 2017 Jan;96(1):1-8. doi: 10.1007/s00277-016-2819-3. Epub 2016 Sep 19.
https://www.ncbi.nlm.nih.gov/pubmed/27641425

Konigsbriigge O, Posch F, Riedl J et all. Association Between Decreased Serum Albumin With Risk
of Venous Thromboembolism and Mortality in Cancer Patients. Oncologist. 2016 Feb;21(2):252-7.
doi: 10.1634/theoncologist.2015-0284. Epub 2016 Jan 13.
https://www.ncbi.nlm.nih.gov/pubmed/26764252

Chen JH, Hsu SN, Huang TC et all. Prognostic Significance of Initial Serum Albumin and 24 Hour
Daily Protein Excretion before Treatment in Multiple Myeloma. PLoS One. 2015 Jun
8;10(6):0128905. doi: 10.1371/journal.pone.0128905. eCollection 2015.
https://www.ncbi.nlm.nih.gov/pubmed/26053837

Yao ZH, Tian GY, Yang SX et all. Serum albumin as a significant prognostic factor in patients with
malignant pleural mesothelioma. Tumour Biol. 2014 Jul;35(7):6839-45. doi: 10.1007/s13277-014-
1938-5. Epub 2014 Apr 15. https://www.ncbi.nlm.nih.gov/pubmed/25051913

Eatrides J, Thompson Z, Lee JH et all. Serum albumin as a stable predictor of prognosis during
initial treatment in patients with diffuse large B cell lymphoma. Ann Hematol. 2015 Feb;94(2):357-
8. doi: 10.1007/s00277-014-2150-9. Epub 2014 Jul 19.
https://www.ncbi.nlm.nih.gov/pubmed/25034876

Stenman M*, Laurell A, Lindskog M. Prognostic significance of serum albumin in patients with
metastatic renal cell carcinoma. Med Oncol. 2014 Mar;31(3):841. doi: 10.1007/s12032-014-0841-7.
Epub 2014 Jan 30. https://www.ncbi.nIm.nih.gov/pubmed/24477648

Page 17 of 21


http://cancerres.aacrjournals.org/content/76/23/6816.short?rss=1
http://www.jimmunol.org/content/jimmunol/186/3/1521.full.pdf
http://cancerres.aacrjournals.org/content/64/21/8085
https://www.ncbi.nlm.nih.gov/pubmed/?term=Nojiri%20S%5BAuthor%5D&cauthor=true&cauthor_uid=24663086
https://www.ncbi.nlm.nih.gov/pubmed/?term=Joh%20T%5BAuthor%5D&cauthor=true&cauthor_uid=24663086
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3975446/
https://dx.doi.org/10.3390%2Fijms15035163
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3975446/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Gallego-Sand%C3%ADn%20S%5BAuthor%5D&cauthor=true&cauthor_uid=16153637
https://www.ncbi.nlm.nih.gov/pubmed/?term=Novalbos%20J%5BAuthor%5D&cauthor=true&cauthor_uid=16153637
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rosado%20A%5BAuthor%5D&cauthor=true&cauthor_uid=16153637
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cano-Abad%20MF%5BAuthor%5D&cauthor=true&cauthor_uid=16153637
https://www.ncbi.nlm.nih.gov/pubmed/16153637
https://www.ncbi.nlm.nih.gov/pubmed/16153637
https://www.ncbi.nlm.nih.gov/pubmed/?term=Laursen%20I%5BAuthor%5D&cauthor=true&cauthor_uid=2346307
https://www.ncbi.nlm.nih.gov/pubmed/?term=Briand%20P%5BAuthor%5D&cauthor=true&cauthor_uid=2346307
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lykkesfeldt%20AE%5BAuthor%5D&cauthor=true&cauthor_uid=2346307
https://www.ncbi.nlm.nih.gov/pubmed/2346307
https://www.ncbi.nlm.nih.gov/pubmed/2346307
http://doi.org/10.1155/2003/104879
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lowenthal%20MS%5BAuthor%5D&cauthor=true&cauthor_uid=16099937
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mehta%20AI%5BAuthor%5D&cauthor=true&cauthor_uid=16099937
https://www.ncbi.nlm.nih.gov/pubmed/?term=Frogale%20K%5BAuthor%5D&cauthor=true&cauthor_uid=16099937
https://www.ncbi.nlm.nih.gov/pubmed/16099937
https://www.ncbi.nlm.nih.gov/pubmed/16099937
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ochi%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=27641425
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kazuma%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=27641425
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hiramoto%20N%5BAuthor%5D&cauthor=true&cauthor_uid=27641425
https://www.ncbi.nlm.nih.gov/pubmed/27641425
https://www.ncbi.nlm.nih.gov/pubmed/27641425
https://www.ncbi.nlm.nih.gov/pubmed/27641425
https://www.ncbi.nlm.nih.gov/pubmed/?term=K%C3%B6nigsbr%C3%BCgge%20O%5BAuthor%5D&cauthor=true&cauthor_uid=26764252
https://www.ncbi.nlm.nih.gov/pubmed/?term=Posch%20F%5BAuthor%5D&cauthor=true&cauthor_uid=26764252
https://www.ncbi.nlm.nih.gov/pubmed/?term=Riedl%20J%5BAuthor%5D&cauthor=true&cauthor_uid=26764252
https://www.ncbi.nlm.nih.gov/pubmed/26764252
https://www.ncbi.nlm.nih.gov/pubmed/26764252
https://www.ncbi.nlm.nih.gov/pubmed/?term=Chen%20JH%5BAuthor%5D&cauthor=true&cauthor_uid=26053837
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hsu%20SN%5BAuthor%5D&cauthor=true&cauthor_uid=26053837
https://www.ncbi.nlm.nih.gov/pubmed/?term=Huang%20TC%5BAuthor%5D&cauthor=true&cauthor_uid=26053837
https://www.ncbi.nlm.nih.gov/pubmed/26053837
https://www.ncbi.nlm.nih.gov/pubmed/26053837
https://www.ncbi.nlm.nih.gov/pubmed/?term=Yao%20ZH%5BAuthor%5D&cauthor=true&cauthor_uid=25051913
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tian%20GY%5BAuthor%5D&cauthor=true&cauthor_uid=25051913
https://www.ncbi.nlm.nih.gov/pubmed/?term=Yang%20SX%5BAuthor%5D&cauthor=true&cauthor_uid=25051913
https://www.ncbi.nlm.nih.gov/pubmed/25051913
https://www.ncbi.nlm.nih.gov/pubmed/25051913
https://www.ncbi.nlm.nih.gov/pubmed/?term=Eatrides%20J%5BAuthor%5D&cauthor=true&cauthor_uid=25034876
https://www.ncbi.nlm.nih.gov/pubmed/?term=Thompson%20Z%5BAuthor%5D&cauthor=true&cauthor_uid=25034876
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lee%20JH%5BAuthor%5D&cauthor=true&cauthor_uid=25034876
https://www.ncbi.nlm.nih.gov/pubmed/25034876
https://www.ncbi.nlm.nih.gov/pubmed/25034876
https://www.ncbi.nlm.nih.gov/pubmed/?term=Stenman%20M%5BAuthor%5D&cauthor=true&cauthor_uid=24477648
https://www.ncbi.nlm.nih.gov/pubmed/?term=Laurell%20A%5BAuthor%5D&cauthor=true&cauthor_uid=24477648
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lindskog%20M%5BAuthor%5D&cauthor=true&cauthor_uid=24477648
https://www.ncbi.nlm.nih.gov/pubmed/24477648
https://www.ncbi.nlm.nih.gov/pubmed/24477648

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

Lai CC, You JF, Yeh CY et all. Low preoperative serum albumin in colon cancer: a risk factor for
poor outcome. Int J Colorectal Dis. 2011 Apr;26(4):473-81. doi: 10.1007/s00384-010-1113-4. Epub
2010 Dec 29. https://www.ncbi.nlm.nih.gov/pubmed/21190025

Cheung ST, Fan ST, Lee YT et all. Aloumin mRNA in plasma predicts post-transplant recurrence of
patients with hepatocellular carcinoma. Transplantation. 2008 Jan 15;85(1):81-7. doi:
10.1097/01.tp.0000298003.88530.11. https://www.ncbi.nIm.nih.gov/pubmed/18192916
Charokopos N, Leotsinidis M, Tsiamita M et all. Increased levels of albumin in bronchial washing
fluid of patients with bronchial carcinoma. Could albumin be considered as a tumor marker? IntJ
Biol Markers. 2004 Oct-Dec;19(4):316-21. https://www.ncbi.nlm.nih.gov/pubmed/15646839

Kelly MG, Winkler SS, Lentz SS et all. Serum Calcium and Serum Albumin Are Biomarkers That
Can Discriminate Malignant from Benign Pelvic Masses. Cancer Epidemiol Biomarkers Prev. 2015
Oct;24(10):1593-8. doi: 10.1158/1055-9965.EPI1-15-0443. Epub 2015 Jul 16.
https://www.ncbi.nlm.nih.gov/pubmed/26184501

CG Lis, JF Grutsch, PG Vashi, CA Lammersfeld. Is serum albumin an independent predictor of
survival in patients with breast cancer? Journal of Parenteral and Enteral Nutrition. Vol 27, Issue 1,
pp. 10 — 15. http://journals.sagepub.com/doi/abs/10.1177/014860710302700110?journal Code=pena
H Kao H-K, Chen WF, Chen C-H, Shyu VB-H, Cheng M-H, Chang K-P (2012) The Roles of
Albumin Levels in Head and Neck Cancer Patients with Liver Cirrhosis Undergoing Tumor
Ablation and Microsurgical Free Tissue Transfer. PLoS ONE 7(12): e52678.
doi:10.1371/journal.pone.0052678.
http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0052678

Tumor markers. / NCI / https://www.cancer.gov/about-cancer/diagnosis-staging/diagnosis/tumor-
markers-fact-sheet

G.Giskeodegard, A.Hansen, H.Bertilsson at all. Metabolic markers in blood can separate prostate
cancer from benign prostatic hyperplasia. / British Journal of Cancer (2015) 113, 1712-1719.
doi:10.1038/bjc.2015.411 / http://www.nature.com/bjc/journal/v113/n12/full/bjc2015411a.html
Louis L., Adriaensens H., Guedens W. at all. Detection of Lung Cancer through Metabolic Changes
Measured in Blood Plasma. / J Thorac Oncol. 2016 Apr;11(4):516-23. doi:
10.1016/}.jtho.2016.01.011. Epub 2016 Feb 29./ https://www.ncbi.nlm.nih.gov/pubmed/26949046
L. Pulling. Could blood metabolic changes act as biomarkers for cancer treatment success? /
Bioanalysis Zone. / https://www.bioanalysis-zone.com/2016/06/14/could-blood-metabolic-changes-
act-as-biomarkers-for-cancer-treatment-success/

Testing blood metabolites could help tailor cancer treatment. / Science Daily, June 3, 2016 /
https://www.sciencedaily.com/releases/2016/06/160603071701.htm

R.Bro, M. Kamstrup-Nielsen, S.B.Engelsen at all. Forecasting individual breast cancer risk using
plasma metabolomics and biocontours. / Metabolomics. October 2015, Volume 11, Issue 5, pp
1376-1380. / http://link.springer.com/article/10.1007/s11306-015-0793-8

G. Xie, L. Lu, Y. Qiu at all. Plasma Metabolite Biomarkers for the Detection of Pancreatic Cancer. /
J. Proteome Res., 2015, 14 (2), pp 1195-1202 / http://pubs.acs.org/doi/abs/10.1021/pr501135f
Why research on diagnosis is critical to progress against cancer. / NCI /
https://www.cancer.gov/research/areas/diagnosis

G. Dakudo. Cancer biomarkers in body fluids. / Springer, 2016. ISBN 978-3-319-01579-8
https://books.google.by/books?id=60D2DAAAQBAJ&pg=PA48&Ipg=PA48&dg=peptidome+canc
er+detection&source=bl&ots=rAiWNLCvBU&sig=gaw8-
8QCyQr_pJOICN4GO0zItWo8&hl=en&sa=X&ved=0ahUKEwj15b BmJLSAhXKICwKHeCYC3Y4
ChDoAQg5MAU#v=0nepage&qg&f=false

Page 18 of 21


https://www.ncbi.nlm.nih.gov/pubmed/?term=Lai%20CC%5BAuthor%5D&cauthor=true&cauthor_uid=21190025
https://www.ncbi.nlm.nih.gov/pubmed/?term=You%20JF%5BAuthor%5D&cauthor=true&cauthor_uid=21190025
https://www.ncbi.nlm.nih.gov/pubmed/?term=Yeh%20CY%5BAuthor%5D&cauthor=true&cauthor_uid=21190025
https://www.ncbi.nlm.nih.gov/pubmed/21190025
https://www.ncbi.nlm.nih.gov/pubmed/21190025
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cheung%20ST%5BAuthor%5D&cauthor=true&cauthor_uid=18192916
https://www.ncbi.nlm.nih.gov/pubmed/?term=Fan%20ST%5BAuthor%5D&cauthor=true&cauthor_uid=18192916
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lee%20YT%5BAuthor%5D&cauthor=true&cauthor_uid=18192916
https://www.ncbi.nlm.nih.gov/pubmed/18192916
https://www.ncbi.nlm.nih.gov/pubmed/18192916
https://www.ncbi.nlm.nih.gov/pubmed/?term=Charokopos%20N%5BAuthor%5D&cauthor=true&cauthor_uid=15646839
https://www.ncbi.nlm.nih.gov/pubmed/?term=Leotsinidis%20M%5BAuthor%5D&cauthor=true&cauthor_uid=15646839
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tsiamita%20M%5BAuthor%5D&cauthor=true&cauthor_uid=15646839
https://www.ncbi.nlm.nih.gov/pubmed/15646839
https://www.ncbi.nlm.nih.gov/pubmed/15646839
https://www.ncbi.nlm.nih.gov/pubmed/15646839
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kelly%20MG%5BAuthor%5D&cauthor=true&cauthor_uid=26184501
https://www.ncbi.nlm.nih.gov/pubmed/?term=Winkler%20SS%5BAuthor%5D&cauthor=true&cauthor_uid=26184501
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lentz%20SS%5BAuthor%5D&cauthor=true&cauthor_uid=26184501
https://www.ncbi.nlm.nih.gov/pubmed/26184501
https://www.ncbi.nlm.nih.gov/pubmed/26184501
http://journals.sagepub.com/author/Lis%2C+CG
http://journals.sagepub.com/author/Grutsch%2C+JF
http://journals.sagepub.com/author/Vashi%2C+PG
http://journals.sagepub.com/author/Lammersfeld%2C+CA
http://journals.sagepub.com/doi/abs/10.1177/014860710302700110?journalCode=pena
http://journals.plos.org/plosone/article?id=10.1371/journal.pone.0052678
https://www.cancer.gov/about-cancer/diagnosis-staging/diagnosis/tumor-markers-fact-sheet
https://www.cancer.gov/about-cancer/diagnosis-staging/diagnosis/tumor-markers-fact-sheet
http://www.nature.com/bjc/journal/v113/n12/full/bjc2015411a.html
https://www.ncbi.nlm.nih.gov/pubmed/26949046
https://www.ncbi.nlm.nih.gov/pubmed/26949046
https://www.bioanalysis-zone.com/2016/06/14/could-blood-metabolic-changes-act-as-biomarkers-for-cancer-treatment-success/
https://www.bioanalysis-zone.com/2016/06/14/could-blood-metabolic-changes-act-as-biomarkers-for-cancer-treatment-success/
https://www.sciencedaily.com/releases/2016/06/160603071701.htm
http://link.springer.com/journal/11306/11/5/page/1
http://link.springer.com/article/10.1007/s11306-015-0793-8
http://pubs.acs.org/doi/abs/10.1021/pr501135f
https://www.cancer.gov/research/areas/diagnosis
https://books.google.by/books?id=6oD2DAAAQBAJ&pg=PA48&lpg=PA48&dq=peptidome+cancer+detection&source=bl&ots=rAiWNLCvBU&sig=gaw8-8QCyQr_pJ0ICN4G0zItWo8&hl=en&sa=X&ved=0ahUKEwj15b_BmJLSAhXKlCwKHeCYC3Y4ChDoAQg5MAU#v=onepage&q&f=false
https://books.google.by/books?id=6oD2DAAAQBAJ&pg=PA48&lpg=PA48&dq=peptidome+cancer+detection&source=bl&ots=rAiWNLCvBU&sig=gaw8-8QCyQr_pJ0ICN4G0zItWo8&hl=en&sa=X&ved=0ahUKEwj15b_BmJLSAhXKlCwKHeCYC3Y4ChDoAQg5MAU#v=onepage&q&f=false
https://books.google.by/books?id=6oD2DAAAQBAJ&pg=PA48&lpg=PA48&dq=peptidome+cancer+detection&source=bl&ots=rAiWNLCvBU&sig=gaw8-8QCyQr_pJ0ICN4G0zItWo8&hl=en&sa=X&ved=0ahUKEwj15b_BmJLSAhXKlCwKHeCYC3Y4ChDoAQg5MAU#v=onepage&q&f=false
https://books.google.by/books?id=6oD2DAAAQBAJ&pg=PA48&lpg=PA48&dq=peptidome+cancer+detection&source=bl&ots=rAiWNLCvBU&sig=gaw8-8QCyQr_pJ0ICN4G0zItWo8&hl=en&sa=X&ved=0ahUKEwj15b_BmJLSAhXKlCwKHeCYC3Y4ChDoAQg5MAU#v=onepage&q&f=false

49.

50.

51.

52.

53.

54.

55.

56.

S7.

58.

59.

60.

61.

62.

63.

Petra Hudler, Nina Kocevar, and Radovan Komel. Proteomic Approaches in Biomarker Discovery:
New Perspectives in Cancer Diagnostics. / The Scientific World Journal, Volume 2014 (2014),
Article 1D 260348, 18 p. / https://www.hindawi.com/journals/tswj/2014/260348/

A. Gurachevsky, S. C. Kazmierczak, A. Jorres and V. Muravsky. Application of Spin Label EPR in
the diagnosis and prognosis of cancer and sepsis. Clin Chem Lab Med 2008; 46(9); 1203-1210

S. C. Kazmierczak, A. Gurachevsky, G. Matthes, and V. Muravsky. Electron Spin Resonance
Spectroscopy of Serum Albumin: A Novel New Test for Cancer Diagnosis and Monitoring. Clinical
Chemistry 52:11, 2129-2134 (2006)

O. Liang, K. Schnurr, K. Waterstradt. Laboratory diagnosis of active malignant proliferation by
assessment of changes to transport parameters of serum albumin using EPR spectroscopy.
Laboratory service. 2015;4(3): 44-56 (in Russian)

T. Davydova, I. Matveeva, A. Gritsai, N. Pogosyan, L. Mamedova, V. Kuznetsov. Clinical and
diagnostic value of the functional and conformational properties of serum albumin in patients with
ovarian cancer (a pilot study). Women Reproductive System Tumors, 2014, 2, p.59-61 (in Russian).
V. Muravsky, T. Gurachevskaya, S. Berezenko, K. Schnurr, A. Gurachevsky. Fatty acid binding
sites of human and bovine albumins: Differences observed by spin probe ESR. Spectrochimica
Acta Part A: Molecular and Biomolecular Spectroscopy, 74 (2009).

V.Muravsky, A.Gurachevsky, G.Matthes. Disease-specific alobumin patterns defined by electron spin
resonance. Tumor Biol.28 (suppl. 1), 19 (2007). ISSN 1010-4283; 1423-0380

Gurachevsky A, Muravskaya E, Gurachevskaya T, Smirnova L, Muravsky V. Cancer-Associated
Alteration in Fatty Acid Binding to Albumin Studied by Spin-Label Electron Spin

Resonance. Cancer Invest. 2007. 25:378-383. ISSN: 0735-7907

P.Seidel, A.Gurachevsky, V.Muravsky, K.Schnurr, G.Seibt, G.Matthes. Recognition of malignant
processes with neural nets from ESR spectra of serum albumin. Z. Med. Phys. 15 (2005) 265-272
K. Schnurr, V. Muravsky, G. Seibt, G. Matthes. The analysis of functional characteristics of serum
albumin — a novel possibility of early cancer diagnosis. In the book “Methods, possibilities, and
perspectives of pre-symptomatic tumor diagnostics,” Pabst Science Publischers, 2005, p. 225-234.
ISBN 1-59326-077-6 (USA)

V.Prokchorova, A.Maschevsky, T.Zirus, S.Lappo, L.Paschko, R.Smoliakova, L.Derjavez,
N.Jurevich, V.Muravsky. The use of laboratory testing methods for breast cancer diagnostics. In the
book "Actual problems of oncology and clinical radiology.” Research Institute of oncology and
clinical radiology, Minsk, 1998, p. 77-81 (in Russian)

R.Smoliakova, A.Maschevsky, V.Prokchorova, T.Zirus, L.Paschko, A.Milutin, V.Muravsky.
Investigation of structural and functional status of albumin in cancer patients by means of ESR-
spectroscopy method. Advances of medical science in Belarus, 1997, 2, p. 19-20 (in Russian)
V.Prokchorova, A.Maschevsky, V.Muravsky, A.Milutin, T.Zirus, S.Linev, R.Smoliakova,
L.Paschko. Diagnostic potential of ESR-spectrometric determination of conformational-dynamical
characteristics of albumin for breast cancer. In the book “Actual problems of oncology and clinical
radiology.” Research Institute of oncology and clinical radiology, Minsk, 1996, p. 47-55 (in
Russian)

E.Javrid, A.Maschevsky, V.Muravsky, V.Prokchorova, E.Korotkevich, A.Milutin. A comparative
study of conformation properties of human serum albumin in lung cancer by spin probe

technique. Annals of Oncology, 1994, vol.5 (suppl.8), p. 9

A.Maschevsky, V.Muravsky, V.Prokchorova, A.Milutin. Comparative investigation of long chain
fatty acid binding sites of normal serum albumin with the one from lung cancer patients carried out
by the spin probe method. In the book “Blood serum albumin in clinical medicine.” Serie
“Fluorescence methods of investigation and clinical diagnostics,” Edited by J.Grizunov and
E.Dobretsov, Moskow, “IRUS,” 1994, p. 176-181 (in Russian)

Page 19 of 21


https://www.hindawi.com/18153834/
https://www.hindawi.com/29743079/
https://www.hindawi.com/12524873/
https://www.hindawi.com/journals/tswj/2014/260348/
http://www.ncbi.nlm.nih.gov/pubmed/18783341
http://www.ncbi.nlm.nih.gov/pubmed/18783341
http://www.ncbi.nlm.nih.gov/pubmed/16990414
http://www.ncbi.nlm.nih.gov/pubmed/16990414
http://www.ncbi.nlm.nih.gov/pubmed/19540798
http://www.ncbi.nlm.nih.gov/pubmed/19540798
http://www.ncbi.nlm.nih.gov/pubmed/17882647
http://www.ncbi.nlm.nih.gov/pubmed/17882647
http://www.ncbi.nlm.nih.gov/pubmed/17882647
http://www.ncbi.nlm.nih.gov/pubmed/16422355
http://www.ncbi.nlm.nih.gov/pubmed/16422355
http://www.pabst-science-publishers.com/33.98.html?&backPID=33&begin_at=23&tt_products=87
http://www.pabst-science-publishers.com/33.98.html?&backPID=33&begin_at=23&tt_products=87

64. O. Liang, K. Schnurr, K. Waterstradt. Laboratory diagnosis of active malignant proliferation by
assessment of changes to transport parameters of serum albumin using EPR spectroscopy.
Laboratory service. 2015;4(3): 44-56 (in Russian)

65. A.Gurachevsky, E.Shimanovitch, T.Gurachevskaya, V.Muravsky. Intra-albumin migration of bound
fatty acid probed by spin label ESR. Biochem Biophys Res Commun. 2007 Sep 7; 360(4):852-856

66. Maximilian Moergel, Peer W. Kdmmerer, Kerstin Schnurr et all. Spin electron paramagnetic
resonance of albumin for diagnosis of oral squamous cell carcinoma (OSCC). Clin Oral Invest
(2012) 16:1529-1533. DOI 10.1007/s00784-011-0655-3
https://www.researchgate.net/publication/51870426_Spin_electron_paramagnetic_resonance_of_alb
umin_for_diagnosis_of oral_squamous_cell _carcinoma_OSCC

67. Afanaseva, A.N. & Evtushenko, V.A. Bulletin of Experimental Biology and Medicine (2004)
138: 177. doi:10.1023/B:BEBM.0000048381.10225.db.
https://link.springer.com/article/10.1023/B:BEBM.0000048381.10225.db

68. Gelos M, Hinderberger D, Welsing E et all. Analysis of albumin fatty acid binding capacity in
patients with benign and malignant colorectal diseases using electron spin resonance (ESR)
spectroscopy. Int J Colorectal Dis. 2010 Jan;25(1):119-27. doi: 10.1007/s00384-009-0777-
0.https://www.ncbi.nlm.nih.gov/pubmed/19644694

69. Jingjing Zhang, Gang Niu, Lixin Lang et all. Albumin-binding PET radiotracer ®*Ga-NEB for
diagnosing hepatic hemangioma. J Nucl Med, May 1, 2015 vol. 56no. supplement 3 1679.
http://jnm.snmjournals.org/content/56/supplement_3/1679

70. Zhongchao Liu, Wenyi Zhang, Saijun Fan et all. Changes in the electron paramagnetic resonance
spectra of albumin-associated spin-labeled stearic acid as a diagnostic parameter of colorectal
cancer. World Journal of Surgical Oncology201311:223. DOI: 10.1186/1477-7819-11-223.
https://wjso.biomedcentral.com/articles/10.1186/1477-7819-11-223

71. Inta Kalnina, Elena Kirilova , Tija Zvagule et all. Fluorescent studies of human blood plasma
albumin alterations in colorectal cancer patients. Posters-Accepted Abstracts: J Gastrointest Dig
Syst. DOI: 10.4172/2161-069X.51.029. https://www.omicsonline.org/proceedings/fluorescent-
studies-of-human-blood-plasma-albumin-alterations-in-colorectal-cancer-patients-34295.html

72. Kalnina I, Kirilova E, Klimkane L, Kirilov G. Altered plasma albumin characteristics and
lymphocyte populations in gastrointestinal cancer patients: detection using modified fluorescence
responses. J Immunotoxicol. 2009 Dec;6(4):293-300. doi: 10.3109/15476910903280090.
https://www.ncbi.nlm.nih.gov/pubmed/19845452

73. Guo S, Shi X, Yang F et all. Structural basis of transport of lysophospholipids by human serum
albumin. Biochem J. 2009 Sep 14;423(1):23-30. doi: 10.1042/BJ20090913.
https://www.ncbi.nlm.nih.gov/pubmed/19601929

74. Reichenwallner J, Hinderberger D.Using bound fatty acids to disclose the functional structure of
serum albumin. Biochim Biophys Acta. 2013 Dec;1830(12):5382-93. doi:
10.1016/j.bbagen.2013.04.031. https://www.ncbi.nim.nih.gov/pubmed/23643928

75. Penglei Ge, Huayu Yang, Jingfen Lu et all. Albumin Binding Function: The Potential Earliest
Indicator for Liver Function Damage. Gastroenterology Research and Practice. Volume 2016,
Article 1D 5120760, 7 pages. http://dx.doi.org/10.1155/2016/5120760

76. A.Maschevsky, V.Muravsky, A.Milutin, E.Javrid, E.Korotkevich, V.Prokchorova, T.Zirus, S.Linev.
Dynamics of ESR spectra of the spin-labeled blood serum under neoplastic process. Ukrainian
Radiological Journal. 1994, Ne 4, p. 268-270 (in Ukrainian)

Page 20 of 21


http://www.ncbi.nlm.nih.gov/pubmed/17631860
http://www.ncbi.nlm.nih.gov/pubmed/17631860
https://www.researchgate.net/publication/51870426_Spin_electron_paramagnetic_resonance_of_albumin_for_diagnosis_of_oral_squamous_cell_carcinoma_OSCC
https://www.researchgate.net/publication/51870426_Spin_electron_paramagnetic_resonance_of_albumin_for_diagnosis_of_oral_squamous_cell_carcinoma_OSCC
https://link.springer.com/article/10.1023/B:BEBM.0000048381.10225.db
https://www.ncbi.nlm.nih.gov/pubmed/?term=Gelos%20M%5BAuthor%5D&cauthor=true&cauthor_uid=19644694
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hinderberger%20D%5BAuthor%5D&cauthor=true&cauthor_uid=19644694
https://www.ncbi.nlm.nih.gov/pubmed/?term=Welsing%20E%5BAuthor%5D&cauthor=true&cauthor_uid=19644694
https://www.ncbi.nlm.nih.gov/pubmed/19644694
https://www.ncbi.nlm.nih.gov/pubmed/19644694
http://jnm.snmjournals.org/search?author1=Jingjing+Zhang&sortspec=date&submit=Submit
http://jnm.snmjournals.org/search?author1=Gang+Niu&sortspec=date&submit=Submit
http://jnm.snmjournals.org/search?author1=Lixin+Lang&sortspec=date&submit=Submit
http://jnm.snmjournals.org/content/56/supplement_3/1679
https://wjso.biomedcentral.com/articles/10.1186/1477-7819-11-223
https://www.omicsonline.org/proceedings/fluorescent-studies-of-human-blood-plasma-albumin-alterations-in-colorectal-cancer-patients-34295.html
https://www.omicsonline.org/proceedings/fluorescent-studies-of-human-blood-plasma-albumin-alterations-in-colorectal-cancer-patients-34295.html
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kalnina%20I%5BAuthor%5D&cauthor=true&cauthor_uid=19845452
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kirilova%20E%5BAuthor%5D&cauthor=true&cauthor_uid=19845452
https://www.ncbi.nlm.nih.gov/pubmed/?term=Klimkane%20L%5BAuthor%5D&cauthor=true&cauthor_uid=19845452
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kirilov%20G%5BAuthor%5D&cauthor=true&cauthor_uid=19845452
https://www.ncbi.nlm.nih.gov/pubmed/19845452
https://www.ncbi.nlm.nih.gov/pubmed/19845452
https://www.ncbi.nlm.nih.gov/pubmed/?term=Guo%20S%5BAuthor%5D&cauthor=true&cauthor_uid=19601929
https://www.ncbi.nlm.nih.gov/pubmed/?term=Shi%20X%5BAuthor%5D&cauthor=true&cauthor_uid=19601929
https://www.ncbi.nlm.nih.gov/pubmed/?term=Yang%20F%5BAuthor%5D&cauthor=true&cauthor_uid=19601929
https://www.ncbi.nlm.nih.gov/pubmed/19601929
https://www.ncbi.nlm.nih.gov/pubmed/19601929
https://www.ncbi.nlm.nih.gov/pubmed/?term=Reichenwallner%20J%5BAuthor%5D&cauthor=true&cauthor_uid=23643928
https://www.ncbi.nlm.nih.gov/pubmed/?term=Hinderberger%20D%5BAuthor%5D&cauthor=true&cauthor_uid=23643928
https://www.ncbi.nlm.nih.gov/pubmed/23643928
https://www.ncbi.nlm.nih.gov/pubmed/23643928
https://www.hindawi.com/58704815/
https://www.hindawi.com/95640635/
https://www.hindawi.com/82090153/
http://dx.doi.org/10.1155/2016/5120760

APPENDIX

International Standards Applied to the Analyzer "EPR AXM-09"

EN 55011-2012

Industrial, Scientific And Medical Equipment - Radio-Frequency
Disturbance Characteristics - Limits And Methods Of Measurement

IEC 60065-2004

Audio, Video And Similar Electronic Apparatus - Safety
Requirements

IEC 60601-1-2-2006

Medical electrical equipment - General requirements for basic
safety and essential performance

IEC 61000-3-2-2006

Electromagnetic compatibility (EMC) - Limits - Limits for
harmonic current emissions (equipment input current < 16 A per
phase)

IEC 61000-3-3-2005

Electromagnetic compatibility (EMC) - Limits - Limitation of
voltage changes, voltage fluctuations and flicker in public low-
voltage supply systems, for equipment with rated current < 16 A per
phase and not subject to conditional connection.

IEC 61000-4-2-2006

Electromagnetic compatibility (EMC) - Testing and measurement
techniques - Electrostatic discharge immunity test

IEC 61000-4-3-2009

Electromagnetic compatibility (EMC) - Testing and measurement
techniques - Radiated, radio-frequency, electromagnetic field
immunity test

IEC 61000-4-4-2006

Electromagnetic compatibility (EMC) - Testing and measurement
techniques - Electrical fast transient/burst immunity test

IEC 61000-4-5-2006

Electromagnetic compatibility (EMC) - Testing and measurement
techniques - Surge immunity test

IEC 61000-4-6-2011

Electromagnetic compatibility (EMC) - Testing and measurement
techniques - Immunity to conducted disturbances, induced by radio-
frequency fields

IEC 61000-4-8-2006

Electromagnetic compatibility (EMC) - Testing and measurement
techniques - Power frequency magnetic field immunity test

IEC 61000-4-11-
2006

Electromagnetic compatibility (EMC) - Testing and measurement
techniques - Voltage dips, short interruptions and voltage variations
immunity tests

EN 61010-1:2010

Safety requirements for electrical equipment for measurement,
control, and laboratory use - General requirements

EN 61010-2-
081:2002

Safety requirements for electrical equipment for measurement,
control, and laboratory use - Particular requirements for automatic
and semi-automatic laboratory equipment for analysis and other
purposes

IEC 61326-1:1997

Electrical equipment for measurement, control and laboratory use -
EMC requirements - General requirements
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