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Abstract. The structure of diseases in humans is heterogeneous, which is manifested by various combinations of diseases, 
including comorbidities associated with a common pathogenetic mechanism, as well as diseases that rarely manifest to-
gether. Recently, there has been a growing interest in studying the patterns of development of not individual diseases, but 
entire families associated with common pathogenetic mechanisms and common genes involved in their development. 
Studies of this problem make it possible to isolate an essential genetic component that controls the formation of disease 
conglomerates in a complex way through functionally interacting modules of individual genes in gene networks. An analyti-
cal review of studies on the problems of various aspects of the combination of diseases is the purpose of this study. The re-
view uses the metaphor of a hermeneutic circle to understand the structure of regular relationships between diseases, and 
provides a conceptual framework related to the study of multiple diseases in an individual. The existing terminology is con-
sidered in relation to them, including multimorbidity, polypathies, comorbidity, conglomerates, families, “second  diseases”, 
syntropy and others. Here we summarize the key results that are extremely useful, primarily for describing the genetic archi-
tecture of diseases of a multifactorial nature. Summaries of the research problem of the disease connection phenomenon 
allow us to approach the systematization and natural classification of diseases. From practical healthcare perspective, the 
description of the disease connection phenomenon is crucial for expanding the clinician’s interpretive horizon and moving 
beyond narrow, disease-specific therapeutic decisions.
Key words: diseases connection phenomenon; syntropy; dystropy; comorbidity; hermeneutics.

For citation: Bragina E.Yu., Puzyrev V.P. Genetic outline of the hermeneutics of the diseases connection phenome non in human. 
Vavilovskii Zhurnal Genetiki i Selektsii = Vavilov Journal of Genetics and Breeding. 2023;27(1):7-17. DOI 10.18699/VJGB-23-03

Генетическая канва герменевтики  
феномена сочетания болезней человека
Е.Ю. Брагина1 , В.П. Пузырёв1, 2  

1 Научно-исследовательский институт медицинской генетики, Томский национальный исследовательский медицинский центр  
Российской академии наук, Томск, Россия

2 Сибирский государственный медицинский университет Министерства здравоохранения Российской Федерации, Томск, Россия
  elena.bragina@medgenetics.ru

Аннотация. Структура заболеваний у человека неоднородна, характеризуется различными вариантами сочетаний 
болезней, включая сопутствующие патологии, связанные общим патогенетическим механизмом, а также болезни, 
редко проявляющиеся совместно на фенотипическом уровне. В последнее время отмечается рост интереса к изу-
чению закономерностей развития не отдельных болезней, а целых семейств, связанных общими патогенетически-
ми механизмами и общими генами, вовлеченными в их развитие. В результате установлен существенный генетиче-
ский компонент, контролирующий образование конгломератов болезней сложным образом, через функционально 
взаи модействующие модули отдельных генов в генных сетях. Аналитический обзор исследований по проблематике 
разных аспектов сочетания болезней и является целью настоящей работы. В обзоре использована метафора герме-
невтического круга для познания структуры закономерных связей между болезнями, приведены концептуальные 
рамки, связанные с множественностью заболеваний у индивида. Рассмотрена существующая терминология приме-
нительно к ним, среди которых мультиморбидность, полипатии, коморбидность, конгломераты, семейства, «вторые 
болезни», синтропия и другие. Приведены ключевые результаты, чрезвычайно полезные, прежде всего, для опи-
сания генетической архитектуры болезней многофакторной природы. Обобщения по проблеме исследования фе-
номена сочетания болезней позволяют приблизиться к систематизации и естественной классификации болезней. 
С точки зрения практического здравоохранения описание феномена сочетания болезней имеет решающее значение 
для расширения интерпретационного горизонта клинициста и выхода за пределы узких, ориентированных на кон-
кретную болезнь терапевтических решений.
Ключевые слова: феномен сочетания болезней; синтропия; дистропия; коморбидность; герменевтика.
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Introduction
We live in the “Many Worlds in One” (Vilenkin, 2010) and this 
One World amazes us with the mystery and the universality 
of the connections of phenomena, the variety of evolutionary 
and historical events. These events take place both on a cosmic 
scale and on a planetary scale and the Earthlings (humanity) 
are the same universality of connections between themselves 
and the surrounding world. These connections are formed 
naturally or randomly, they have a long phylogenetic history of 
4 billion years and only a hundred-year ontogenetic history of 
each individual. The structure of  “human” connections, which 
appears in metabolic and morphophysiological variability, 
forms the basis of medical assessments – the norm or the 
disease. Since the beginning of the century, a new approach to 
the study of these issues – the network analysis – has emerged 
in biology and medicine. The network analysis is an attempt 
to understand the laws governing all kinds of networks, from 
the social to the complex gene networks that rule over all cells 
and traits, determining health or disease (Barabási et al., 2011).

The human genome, as the assemblage of all genes of the 
Homo sapiens species, is in a complex and not fully understood 
relationship with the environment and society. The peculiarity 
of such a relationship between genome and phenome is a dif-
ference often noted now: the genome is limited (approximately 
3 billion base pairs in humans), the phenome is not limited (its 
limit depends on how far we want to go) (Paigen, Eppig, 2000). 
A century before the “genomic revolution” took place, in the 
1930s, the outstanding Russian geneticist  Alexander S. Sere-
brovskiy, discussing the problem of organic evolution, defined 
this problem as an “infinite-finite contradiction” in the “unity 
of an infinite number of traits and a finite number of genes” 
(Serebrovskiy, 1973).

In such an infinite world with an infinite number of traits, 
it is always possible (although it is not easy) to observe and 
identify traits connected to each other, including those related 
to pathology. In the clinic, this phenomenon forms the basis 
for diagnosis and healing, and stable combinations of certain 
disease traits represent an independent subject of research – 
the phenomenon of connection of diseases or the diseases 
connection phenomenon (DCP).

In 1970, the American physician and specialist in the field 
of epidemiology of non-communicable diseases, Alvan R. 
Feinstein, proposed the term “comorbidity” for combinations 
of diseases in individuals. Comorbidity means the manifesta-
tion of an additional clinical condition that exists or occurs in 
addition to the index disease under consideration (Feinstein, 
1970). Such a clinical condition may be a disease, a patho-
logical syndrome, pregnancy, a long-term “strict” diet, or 
a complication of drug therapy. Comorbidity is a complex of 
several diseases (megaforms, conglomerates) that exist simul-
taneously in individual patients and are observed much more 
frequently than would be expected in a random distribution.

The popularity of the term “comorbidity” is striking, es-
pecially among clinicians: there is the International Research 
Community on Multimorbidity (IRCMo), the Journal of  Mul-
timorbidity and Comorbidity (https://journals.sagepub.com/
description/COB) has been published since 2010, and there 
is an online medical platform for discussing the diagnosis 

and treatment of patients with comorbid diagnoses (https:// 
nexusacademy.ru/about). The author of the term “comorbidity” 
is credited with the discovery that “clarified” the interpretation 
of comorbid pathology (Vertkin, 2015). And yet, there is still 
a feeling of overestimation of “clarity” in the understanding 
of the phenomenon and the term. It is similar to the situation 
described in the novel of the famous Nobel laureate William 
Faulkner: “They all talked at once, their voices insistent and 
contradictory and impatient, making of unreality a possibility, 
then a probability, then an incontrovertible fact, as people will 
when their desires become words”1.

And yet, we must agree that the term “comorbidity” has 
proved especially successful for clinicians. It became an um-
brella term for numerous names of combinations of diseases, 
variants of two or more forms of pathology in patients and, 
often, in their closest relatives. Sometimes such diseases are 
called background or concomitant diseases. In general, accord-
ing to our calculations, the pool of names for such combina-
tions of diseases includes more than 30 terms. Among them: 
multimorbidity, polypathies, comorbidity, conglomerates, 
families, “second diseases” and others. Most often there are 
diseases that have a “common root” (related pathogenesis, 
trans-syndromal comorbidity), although other combinations 
of diseases show nothing in common in pathogenesis (trans-
nosological comorbidity). Note that specific terminological 
studies are limited, and as a result we see no consensus (Azaïs 
et al., 2016; Navickas et al., 2016). However, in the current 
situation the object of the study is defined, it is “comorbid 
patient” (Vertkin, 2015). Good quality clinical and epide-  
miological data is accumulated, which came in time to be-
come the basis for implementation of “omics” approaches 
to research on the DCP problem. And there is very serious 
content and a rather serious genetic aspect. This is the subject 
of this article.

Conceptual toolkit  
in the genetic study of the DCP
Here we present a set (assemblage) of views (principles, con-
cepts) connected with each other and forming a unified system, 
that is useful, in our opinion, for understanding (interpreta-
tion, explanation) of the DCP. Let us use a metaphor – the 
“hermeneutic circle” – which describes the mutual agreement 
between the individual (part) and the whole, like a hermeneuti-
cal rule: we must understand the whole in terms of the detail, 
and the detail in terms of the whole (Gadamer, 2010). If we 
consider the DCP as a “whole”, it would be reasonable to 
include as “the details” (the components of the hermeneutic 
circle) the fragments of concepts (doctrines, principles) of 
outstanding clinical geneticists, such as the Soviet neurologist 
Sergey N. Davidenkov (1880–1961), the American geneticist 
Victor A. McKusick (1921–2008), the German pediatrician 
Meinhard von Pfaundler (1872–1947) and the now living 
German-American clinician John M. Opitz. All of them are, 
at the same time, geneticists and, most importantly, practic-
ing physicians who investigated the polymorphism of disease 
manifestation and the mysterious phenomenon of a combina-
tion of several pathologies in one patient.
1 William Faulkner. The Sound and the Fury. 1929.

https://nexusacademy.ru/about
https://nexusacademy.ru/about


Генетическая канва герменевтики феномена  
сочетания болезней человека

Е.Ю. Брагина 
В.П. Пузырёв

2023
27 • 1

9МЕДИЦИНСКАЯ ГЕНЕТИКА / MEDICAL GENETICS

Without keeping the chronological order of their publica-
tions, we follow the intended logic in presenting the structure 
of the hermeneutic circle, i. e., those “details” that can be useful 
in interpreting the DCP as a “whole”.

“Lumpers” and “splitters” (McKusick, 1969). In the 
1960s, a discussion was opened in the medical genetics com-
munity – what is the “nosology” of genetic diseases? Mainly 
Mendelian diseases were discussed, but also diseases with 
an inherited predisposition (multifactorial diseases, MFDs). 
Phenotypically, patients represent a huge clinical diversity, and 
possibilities of clarifying the etiology of diseases by molecular 
genetic or cytogenetic methods were limited in those years. 
So, physicians-researchers were quite free to classify the pa-
tients by combining or separating them. However, during the 
discussion of this problem, an important generalization was 
proposed and it was the principles of medical genetics: pleio-
tropism, variability (polymorphism) and genetic heterogeneity 
(McKusick, 1968). These principles, above all, can be con-
sidered stabilizing the semantic context of understanding the 
DCP. Today’s systematists of  human pathology also rely on 
these principles (Biesecker, 1998; Brunner, van Driel, 2004). 
Moreover, with the advances in genomic medicine, it became 
possible to describe the genetic architecture of multifactorial 
diseases, which is understood as the number of genetic poly-
morphisms that affect the risk of disease, the distribution of 
their allelic frequencies and their effect sizes, as well as their 
genetic mode of action (additive, dominant and/or epistatic, 
pleiotropic) (Wray et al., 2008).

Syndrome as pleiotropy, conditional tropism hypothesis 
(Davidenkov, 1947; Opitz, Neri, 2013). The word “syndrome” 
was first used in English in 1541, as noted by (Opitz, Neri, 
2013), and is still used to indicate a common cause rather than 
simply a set of symptoms. The same authors also evaluate 
another dictionary definition – the syndrome, as a concur-
rence of manifestations “characterizing a specific disease”, 
a greater-than-chance concurrence of identical or very similar 
sets of manifestations in two or more individuals suggesting 
similar pathogenesis, subject to causal verification through 
the discovery of physical, infectious, toxicological, or genetic 
factors (Opitz, Neri, 2013).

Today, biochemical and refined molecular/cytogenetic me-
thods identify genetic causes, epigenetic modifications in 
combined phenotypes or syndromes with high accuracy. The 
explanation of such combinations, their persistence or “divid-
ing” in descendants, the severity of manifestations of similar 
combinations, as well as the interpretation of the relationship 
between multiple variations of the norm or minor anomalies 
with their advanced forms of pathology was suggested by 
Sergey N. Davidenkov in the conditional tropism hypothesis 
(1947). He used the evolutionary-genetic approach to analyze 
more than one hundred nosological forms of human nervous 
diseases. The frequency of combined appearance of the di-
seases of the nervous system in one patient or in one family 
is explained by conditional tropism: in addition to its own 
influence on the nervous system development, the pathological 
property (gene) also has the ability to dramatically enhance 
the phenotypic expression of other genotype features “moving 
into the same direction” and including numerous variants. So, 

for example, a mild excavation of the foot can take the form 
of a severe Friedreich’s deformity.

Associations, syntropies and dystropies, the transitive 
association hypothesis (Pfaundler, Seht, 1921; Blair et al., 
2013). The renowned textbook for the diagnosis of congenital 
diseases (Jones, 2011) defines associations as combinations 
of congenital anomalies that have no well-defined etiol-
ogy and occur together more often than expected by chance 
alone. Since its inception, the concept of “associations” has 
engendered feelings of unease and vagueness, as noted (Opitz, 
Neri, 2013). They agreed on two variants in the definition 
of the term: coincidental concurrence (simple rencontre or 
simple juxtaposition) and combination of anomalies (close 
connection, polytopic defect of a body area). In the 1900s, 
new designations of essentially the same associations ap-
peared: but the term “multiple abarts” (from the German 
abart, malformation) was proposed for hereditary diseases 
and congenital malformations, and “syntropy” (Syntropie in 
German) (Pfaundler, Seht, 1921) was proposed for common 
multifactorial diseases occurring in one patient at the same 
time. They not only termed the “mutual disposition, attraction” 
of the two diseases by the term “syntropy”; in addition, on the 
basis of abundant clinical data and tens of thousands autopsies 
Pfaundler and Seht recorded another pathological condition 
opposite to syntropy – “mutual repulsion”, incompatibility 
(incongruity, dissociation) and named it “dystropy” (Dystropie 
in German). At the same time, intermediate, to a certain extent 
random and “neutral states” also got their name, “neutropy” 
(Neutrotropie in German). According to these researchers, the 
term “syndrome” can also be regarded as syntropy, because 
it means a “selective relationship” of its constituent traits. 
Another property of the unity of patholo gical conditions is 
the appearance of at least two diseases in one patient at the 
same time (synchrony). Thus, syntropy, syndrome, synchrony 
(“3S”) are related concepts and the main factor uniting them 
is a similar pathogenesis. For example, in relation to athero-
sclerosis, diabetes and obesity is a “common root” (Stein O., 
Stein Y., 1995).

In our current definition, syntropy is a natural-species 
phenomenon of a combination of two or more pathological 
conditions (nosologies or syndromes) in an individual and 
his closest relatives, non-random and having an evolutionary 
genetic basis; it is a part (an extract) of the human phenome, 
comprised of a landscape of interacting traits and diseases, 
reflecting continual molecular-genetic causality (Puzyryov, 
2002; Puzyrev et al., 2010). The genes involved in the develop-
ment of syntropies are called syntropic genes. More precisely, 
syntropic genes are a set of functionally interacting genes 
localized throughout the genome, coregulated and involved in 
a metabolic pathway common to a given syntropy (Puzyryov, 
2002; Puzyrev et al., 2010). In the case when regulatory 
relationships lead to the mutual exclusion of certain pheno-
types at the clinical level (dystropy), such genes are termed 
dystropic in relation to the relevant phenotypes. There is some 
semantic similarity of  the concepts of  “syntropic and dystro pic 
genes” with the term “core genes”, which were discussed in 
the recently proposed omnigenic model of complex disease 
(Boyle et al., 2017).



E.Yu. Bragina 
V.P. Puzyrev

10 Вавиловский журнал генетики и селекции / Vavilov Journal of Genetics and Breeding • 2023 • 27 • 1

Genetic outline of the hermeneutics  
of the diseases connection phenomenon in human

The Diseases Connection Phenomenon

   • Syntropy 
(syn.: associations, comorbidity)

   • Dystropy 
(syn.: contrassociations, inverse comorbidity)

   • Transitive genetic association 
(syn.: comorbidities between Mendelian and complex (multifactorial) 
diseases)

Fig. 1. Classification of disease connection forms in humans.

Finally, let us talk about the transitive genetic association 
hypothesis. The transitive associations are another form of 
association from the described above, syntropy (association 
in the conventional sense and the most common form) and 
dystropy (dissociation). David R. Blair et al. (2013) hypothe-
sized that statistically significant comorbidities between 
complex (MFDs) and Mendelian diseases represent a type of 
genetic association, in which a non-Mendelian phenotype is 
mapped to the genetic loci that cause the Mendelian disease. 
In fact, transitive associations are a kind of syntropy, but 
the phenotype is the result of a combination of complex and 
Mendelian disease. According to the authors of the hypothesis, 
such conditions represent about half (54 %) of all comorbid 
diseases (Blair et al., 2013).

Classification of variants of diseases connection in hu
mans. There is no generally accepted classification of the DCP. 
Moreover, the tasks of systematization, understanding of the 
general properties that fix regular connections, in all the variety 
of such combinations, have not been formulated; the existing 
attempts to classify such pathological phenomena are still 
fragmented and conditional. Most often, they are descriptive 
in nature. This is especially true for the clinical classifica-
tion of connections designated by the term “comorbidity”, 
and carriers of such pathological features are referred to as 
“co morbid patients” (Vertkin et al., 2012). Now we can also 
con firm the attempts to systematize the concept of “syntropy” 
(Krylov, 2000): by the mechanisms of formation (etiological, 
pathogenetic, age-related, iatrogenic, random), by the time of 
occurrence (congenital, delayed, simultaneous, successive) 
and by clinical significance (inert, interference).

Previously, we (Puzyrev, 2015) proposed the identification 
of the following forms of diseases connection in individual 
patients (Fig. 1). The proposed systematization of the DCP 
forms is also descriptive, but the elements of intrinsic classifi-
cations can also be seen in it. This is associated, among other 
things, with the designation of the key terms of connection 
characteristics: association and syntropy. There are several 
subject areas in scientific research (besides medicine), in 
which the term “syntropy” is used. Viktor B. Vyatkin (2016) 
designates three fields of science in which the concept of 
“syntropy” takes an important place, proposing a classifi-
cation of syntropy (in order of the beginning of their use) 
into: medical (Pfaundler – von Seht syntropy), biophysical 
(Fantappiè – Szent-Györgyi – Fuller syntropy), informational 

(Vyatkin syntropy). In our opinion, these two additional types 
of syntropy not only have an independent significance, but 
are also important for the essential understanding of  biologi-
cal processes, including both in general pathology and in the 
particular pathogenesis of the DCP.

Note that the multiplicity of diseases in an individual is a 
long-standing problem that had attracted the attention of re-
searchers before the widespread use of the “comorbidity” term. 
The commonality of the mechanisms of development of non-
random pathological connections is reflected in the names of 
relevant concepts: “the sum of homeostasis diseases” (Dilman, 
1968), “diseases of adaptation” (Kaznacheev, 1980), “cardio-
vascular disease continuum” (Dzau et al., 2006), “metabolic 
syndrome” (Reaven, 1988). It is important to consider this 
problem from the genetic perspective, the concepts of disea-
some (Goh et al., 2007) and network medicine (Barabási et 
al., 2011; Kolchanov et al., 2013).

Generalizations on the problem of studying the DCP allow 
us to approach the intrinsic classifications of the phenomenon. 
It is important. As Mikhail D. Golubovsky (2006) noted, a 
good system is an event in science, a conceptual discovery, 
a new vision of harmony in the chaos of facts. That is why 
the inclusion of classifications in the hermeneutic circle seems 
useful.

Actual data on the DCP study

Syntropies (comorbidity)
Syntropy is widespread and more common than we imagine. 
For example, the 438 common diseases registered in the 
UK Biobank patient histories (https://www.ukbiobank.ac.uk/) 
form more than 11,000 possible combinations (Dong et al., 
2021). The global nature of the problem has initiated a huge 
number of studies, mainly of an epidemiological kind. In 2021 
alone, the query ‘comorbidity’ found 34,185 medical and 
biological articles in the US National Center for Biotechnolo-
gy Information database (https://pubmed.ncbi.nlm.nih.gov/). 
Currently, more than 50 million people aged 65 and older – 
nearly half of Europe’s population – have two or more diseases 
at the same time (Rijken et al., 2018). The number of comorbid 
patients is predicted to continually increase, affecting up to 
68 % of the population by 2035 (Kingston et al., 2018).

Molecular causes of phenotypic connections remain largely 
unknown, despite active research in this field (Reynolds et al., 
2021; Jia et al., 2022; Quick et al., 2022; Shnayder et al., 2022; 
Wang et al., 2022). Through these studies, it became evident 
that a significant proportion (46 %) of comorbid conditions is 
caused by a common component at the level of genes, SNPs, 
and gene networks interactions (Dong et al., 2021), that in 
general reflects their pathogenetic relationship. For example, 
the HLA-DQB1, TLR1, WDR36, LRRC32, IL1RL1, GSDMA, 
TSLP, IL33, SMAD3 genes involved in the pathogenesis of 
certain allergic diseases are critical for the development of 
phenotype according to the “atopic march” scenario (Ferreira 
et al., 2014). Meanwhile, in terms of pathogenesis, seemingly 
non-obvious connections between diseases are revealed. The 
existence of many of these connections was not previously 
even assumed. Varicose veins disease, according to genetic 
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Fig. 2. The results of multidimensional scaling of multifactorial diseases 
based on the commonality of the genes associated with them (adapted 
from Freydin et al., 2015).
Abbreviations for diseases: AD – atopic dermatitis, AR – allergic rhinitis, AS – 
ankylosing spondylitis, AT – autoimmune thyroiditis, BA – bronchial asthma, 
CEL – celiac disease, COPD – chronic obstructive pulmonary disease, DA – drug 
allergy, END – endometriosis, FA – food allergy, HEL – Helicobacter infection, 
HEP – viral hepatitis, IBD – inflammatory bowel disease, IGE – immunoglobu-
lin E level, LCH – leishmaniasis, MEN – meningococcal infection, MS – multiple 
sclerosis, OST – osteoporosis, POL – pollinosis, PSOR – psoriasis, RA – rheu-
matoid arthritis, SCH – schistosomiasis, SLE – systemic lupus erythematosus, 
STREP – streptococcal infection, T1D – type 1 diabetes mellitus, TB – tubercu-
losis, TRP – trypanosomiasis, URT – urticaria.

correlations analysis, is associated with fluid intelligence, 
prospective memory and educational attainment (Shadrina 
et al., 2019), and autism is positively correlated with allergic 
rhinitis and autoimmune disorders (Rzhetsky et al., 2007). 
A significant addition to the identification of common genes 
for comorbid conditions is the study of the biological processes 
in which these genes are involved (Rubio-Perez et al., 2017). 
The use of such approaches provides a more complete picture 
of the connections of diseases and common pathogenetic 
pathways. Knowledge of these connections can be widely 
applied, including treatment of comorbid patients.

Based on our own research findings on the genetic com-
ponent of allergic diseases (Freidin et al., 2015) on the one 
hand, we established the molecular connection of most allergic 
diseases. On the other hand, with regard to the molecular re-
lationships of allergic diseases with other diseases, we noted 
their proximity to infectious diseases and a marked distance 
from autoimmune diseases (Fig. 2).

The TLR4, CAT, ANG/RNASE4 genes can make the great-
est contribution to the comorbidity of bronchial asthma and 
hypertension, indicating the importance of inflammation, 
neovascularization and oxidative stress for the pathogenesis 
of both diseases (Bragina et al., 2018). The development of 
bronchial asthma phenotypes in combination with cardiovas-
cular/metabolic disorders is associated with certain genetic 
variants that affect gene expression, including CAT, TLR4, 
ELF5, ABTB2, UTP25, TRAF3IP3, NFKB1, LOC105377347, 
C1orf74, IRF6 and others, in the target organs of the studied 
disease profile (Bragina et al., 2022).

Syntropic genes are involved in pathogenesis through com-
plex interactions with other genes, proteins, and environmental 
factors, which collectively affect the clinical manifestations 
of comorbidities. In most cases, abnormalities in syntropic 
genes are localized mainly in non-coding RNAs and inter-
genic regions functionally associated with the regulation of 
gene transcription (Dong et al., 2021). In turn, the transcrip-
tion of syntropic genes depends on epigenetic mechanisms, 
in particular DNA methylation (Ferreira et al., 2017), which 
indicates a modifying role of environmental influences on 
complex phenotype development.

Many syntropic genes are known drug targets for therapy, 
in particular allergic (FLG, IL13, IL1RL1, IL6R, INPP5D, 
NDFIP1, PTGER4, TSLP, STAT6) (Ferreira et al., 2017), 
bronchopulmonary and cardiovascular (EDNRA, ADRB1, 
ADRB2) diseases (Zolotareva et al., 2019; Dong et al., 2021). 
More than eight thousand drugs target genes involved in the 
development of comorbid conditions (Dong et al., 2021). 
Theoretically, such results not only highlight the important 
contribution of genes to phenotypic correlations, but also 
provide an opportunity for drug repurposing to target common 
genetic components of syntropic diseases.

Dystropies (“diametrical diseases”)
The contrast for syntropy is the diseases that manifest by 
the phenotypic conflict of one pathological condition with 
another (dystropy). Dystropy affects various diseases includ-
ing immune, oncological, neurodegenerative, cardiovas-
cular, autoimmune and others. The spectrum of molecular 

mechanisms underlying this phenomenon also seems to be 
very diverse. Research on dystropy focuses on the search for 
molecular and genetic differences between the diseases. As a 
result of these studies, differences in the transcription of the 
same genes in different diseases have been established. Using 
the example of oncological and neurodegenerative diseases 
dystropy (Catalá-López et al., 2014), it was revealed that dif-
ferentially expressed genes are mainly associated with DNA 
repair, mitochondrial function, stabilization of p53, regula-
tion of angiogenesis, cell cycle, metal ion transport, glucose 
transport, regulation of apoptotic processes, myeloid leukocyte 
activation and phagocytosis, mTORC1 and KRAS signaling 
(Forés-Martos et al., 2021; Pepe et al., 2021). Transcriptional 
changes in oncogenesis are highly variable; some genes may 
be activated in some forms of cancer, but suppressed in oth-
ers, which is probably associated with the features of complex 
genetic and epigenetic disorders (Zhao et al., 2016). At the 
same time, common patterns are recorded. In particular, Ibáñez 
et al. (2014) identified the genes MT2A, MT1X, NFKBIA, 
AC009469.1, DHRS3, CDKN1A, TNFRSF1A, CRYBG3, IL4R, 
MT1M, FAM107A, ITPKC, MID1, IL11RA, AHNAK, KAT2B, 
BCL2, PTH1R, NFASC that are simultaneously activated in 
several disorders of the central nervous system (Alzheimer’s 
disease, Parkinson’s disease, schizophrenia) but are sup-
pressed in oncological diseases.

The examples above indicate that phenotypic suppression is 
mediated by genetic factors. In some cases, potentially “harm-
ful” alleles can be beneficial, creating some kind of trade-off 
between an increased risk of developing certain diseases and 
a low risk of developing others. Trade-offs are inevitable, 
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because the complex integrated functioning of the whole 
organism needs several interacting parts to work together 
to perform certain functions. Such integration can lead to 
a dilemma often called the “cost of complexity” (Wagner et 
al., 2008), resulting from multiple interacting parts working 
together to successfully perform a function. Alteration of any 
part will inevitably negatively affect other features, altering 
function and reducing overall performance or fitness. Thus, 
the mechanistic basis for the trade-offs may be focused on 
pleiotropic genes involved in the biological pathways shared 
between different traits (Mauro, Ghalambor, 2020). In accor-
dance with this suggestion, the observed divergent nature 
of the transcription of some genes thought to be important 
for dystropy can be expected. Diametrical disorders have 
the intrinsically bidirectional nature of biological processes, 
whereby expression or activation of genes can be increased 
or decreased from some optimal value (Crespi, Go, 2015).

Dystropy is significantly formed by drug therapy, because 
drugs can be connected with the regulation of common mo le-
cular processes of phenotypically polar diseases. For example, 
the use of anticholinesterase agent galantamine and the selec-
tive monoamine oxidase inhibitor selegiline in neurodegene-
rative diseases has anticancer effects (Lazarevic-Pasti et al., 
2017; Ryu et al., 2018). Two drugs for breast cancer therapy 
(exemestane and estradiol) reduce the risk of Alzheimer’s 
disease and other dementias (Branigan et al., 2020; Gugliel-
motto et al., 2020).

Transitive genetic associations
Genes that can harbor mutations underlying rare and highly 
penetrant Mendelian diseases affect the development of more 
common forms of diseases. The effect of mutations can be 
either a predisposing factor for disease development or vice 
versa, a suppressor of phenotype manifestations. There are 
various estimates of the involvement of Mendelian genes in 
the phenotypic expansion of multifactorial pathology. About 
300 genes associated with common diseases in genome-wide 
studies underlie a number of  Mendelian diseases (Lupski et al., 
2011). By some estimates, the proportion of  Mendelian genes 
in the structure of multifactorial diseases is approximately 
23 % (Spataro et al., 2017), but with the growth of genome-
wide sequencing data, this amount is likely to increase sig-
nificantly. In terms of specific pathology, 11 (ABCG8, LCAT, 
APOB, APOE, LDLR, PCSK9, CETP, LPL, LIPC, APOA5 and 
ABCA1) out of 30 genes associated with serum lipoprotein 
concentrations are involved in monogenic disorders of lipid 
metabolism (Kathiresan et al., 2009). These genes, which 
are causative variants of both Mendelian disorders and the 
risk of multifactorial diseases, tend to have higher functional 
significance and higher expression levels than genes only as-
sociated with common diseases. Furthermore, genetic variants 
in conditionally “Mendelian” genes tend to present higher 
odds ratios than variants on genes with no link to Mendelian 
disorders (Spataro et al., 2017).

The idea of a mutational burden materialization in com-
mon pathology is not new. The experimental basis for this 
phenomenon was the publication of Michael S. Brown and 
Joseph L. Goldstein (Brown, Goldstein, 1986), which showed 

that patients with heterozygous mutations in the low-density 
lipoprotein receptor (LDLR) gene, along with familial hy-
percholesterolemia, have coronary atherosclerosis and myo-
cardial infarction. In 2013, David R. Blair (Blair et al., 2013) 
formulated a hypothesis about the transitivity of rare Mende-
lian variants into a pathological “allelic continuum” in a wide 
range of final phenotypic effects from monogenic to complex 
multifactorial diseases. To date, extensive factual material 
has been accumulated to support this hypothesis. Carriers of 
FLG gene mutations associated with loss of filaggrin func-
tion have an increased risk of developing atopic dermatitis 
(Sandilands et al., 2007) and bronchial asthma in the context 
of atopic dermatitis, while at the same time the risk of asthma 
without atopic dermatitis is reduced (Palmer et al., 2006). This 
finding suggests that FLG gene mutations are an important 
risk factor for atopy in general, but with different chances for 
a particular phenotype. Carriers of Gaucher disease muta-
tions, mainly L444P and N370S in the glucocerebrosidase 
(GBA) gene, have an increased risk of Parkinson’s disease 
(Sidransky et al., 2009). Heterozygous carriers of mutations 
in the cystic fibrosis transmembrane regulator (CFTR) gene 
are predisposed to idiopathic chronic pancreatitis (Weiss et 
al., 2005) and chronic obstructive pulmonary disease (Divac 
et al., 2004).

Various approaches are used to gain knowledge about the 
active contribution of Mendelian disease genes as causative 
genes for multifactorial diseases. For example, based on the 
prioritization of data from genome-wide associative studies 
of various forms of cardiomyopathies, it was found that 70 % 
of the hypertrophic and 56 % of the dilated cardiomyopathy 
genes are associated with various Mendelian diseases. This 
finding suggests that the existing dichotomous classification 
of diseases – monogenic and multifactorial – has become 
irrelevant and requires rethinking taking into account new 
knowledge about the genetic structure of susceptibility (Naza-
renko et al., 2022).

The potential of separate gene mutations is evaluated as pro-
tective factors in relation to oncological diseases. In particular, 
activation of apoptosis and autophagy by mutant huntingtin 
(Gomboeva et al., 2020), as well as the oncotoxic function of 
CAG repeats (Murmann et al., 2018), the expansion of which 
causes the Huntington’s disease, may prevent the development 
of most types of cancer in patients with this hereditary disease 
(Catalá-López et al., 2014). The molecular oncoprotective me-
chanism of the Laron dwarfism mutation (OMIM #262500) 
(NM_000163.5(GHR):c.594A>G (p.Glu198=)) in the growth 
hormone receptor gene is mediated by effects on the activity 
of genes involved in the control of the cell cycle, mobility, 
growth and oncogenic transformation (Werner et al., 2020).

Loss of function of individual proteins due to loss-of-
function mutations provides specific resistance against some 
common phenotypes. Protection against type 2 diabetes is 
associated with carrying a mutation in the zinc transporter 
type 8 gene (SLC30A8) that leads to the synthesis of a trun-
cated protein (Flannick et al., 2014). As a consequence of 
the resulting deficiency of SLC30A8 gene function through 
the mechanism of haploinsufficiency, carriers of mutant al-
leles have better insulin secretion due to increased glucose 
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Fig. 3. Modeling of relationships between multifactorial/monogenic diseases by commonality of associated genes, based on: multivariate scaling (a) 
and hierarchical cluster analysis (b).
Abbreviations for diseases: AD – eczema (atopic dermatitis), AlD – Alzheimer’s disease, AR – allergic rhinitis, Ather – atherosclerosis, BA – atopic bronchial asthma, 
BS – Brugada syndrome, CAD – coronary artery disease, CD1 – type 1 diabetes, CD2 – type 2 diabetes, CelD – celiac disease, DC – dilated cardiomyopathy, 
FA – food allergy, GD – Gaucher’s disease, GU – gastric ulcer, HC – hypertrophic cardiomyopathy, HD – Huntington’s disease, Hyper – arterial hypertension, Ich – 
ichthyosis, MI – myocardial infarction, MS – multiple sclerosis, Ob – obesity, ParD – Parkinson’s disease, Ps – psoriasis, RA – rheumatoid arthritis, RhP – polyposis 
sinusitis, Sch – schizophrenia, Spul – pulmonary sarcoidosis, Tb – tuberculosis.

sensitivity and proinsulin conversion in the pancreatic beta 
cells. Another example relates to nonsense mutations (Y142X, 
C679X, and R46L) in the proprotein convertase subtilisin-
kexin type 9 (PCSK9) gene underlying familial hypercho-
lesterolemia (OMIM #603776); these mutations result in 
lower low-density lipoprotein cholesterol level (Cohen et al., 
2005). Heterozygous carriers of F508del in the cystic fibrosis 
transmembrane regulator (CFTR) gene, which causes cystic 
fibrosis, are more resistant to infectious diseases such as cho-
lera, typhoid fever and tuberculosis. Therefore, some authors 
attribute the high prevalence of cystic fibrosis in the modern 
human population to the adaptive advantage of mutation car-
riers (Bosch et al., 2017).

The results of the classification of some multifactorial and 
Mendelian diseases based on the genes associated with them 
have identified a large common genetic component of mul-
tifactorial diseases (as evidenced by their proximity to the 
center in Figure 3, a). Monogenic diseases are expectedly 
distant from them, with the exception of Huntington’s disease, 
which is not only close to other neurodegenerative diseases 
in the degree of gene commonality, but also has molecular 
similarities with infectious, autoimmune, and cardiometabolic 
diseases (see Fig. 3, b). Overall, in terms of the degree of 
genetic “commonality” and clustering, most of the diseases 
studied reflect the generally accepted classification of diseases. 
However, such modeling has a limitation, since it depends on 
the extent to which genes are studied, so we should expect 
a shift in the location of monogenic diseases. At present, the 
amount of genomic information is rapidly expanding, which 

brings us closer to filling the gap in the knowledge about 
disease-associated genes. But even after this gap is filled, a 
more difficult task remains: to understand the mechanisms 
of manifestation of the mutation effect and to map the ge-
netic interactions of mutations in different genes, which are 
combined in a certain way due to structural and molecular 
interaction (Diss, Lehner, 2018), contributing to phenotypic  
diversity.

Conclusion
The last decades have been an important milestone for ge-
nomic research due to the possibilities of high-throughput 
technology and the enormous amount of data obtained. It is 
expected that between 100 million and 2 billion human ge-
nomes could be sequenced by 2025, far exceeding growth in 
other dynamically developing fields that generate Big Data: 
astronomy, YouTube and Twitter (Stephens et al., 2015). 
The authors of the aforementioned paper compare genomic 
research to a “four-headed beast” based on four main de-
mands in genomics throughout the life cycle of the datasets 
generated by sequencing – acquisition, storage, distribution, 
and analysis (Stephens et al., 2015). Of these four demands, 
the greatest effort is required to analyze and comprehend the 
results obtained, to unravel the complex relationship between 
genetic variants and phenotypes. This relationship is to a large 
extent a stochastic process, limited by the genome on the one 
hand and environmental factors on the other. Consequently, 
rational ways to comprehend biologically complex objects in 
the world of Big Data are still relevant.
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The results of the study of the diseases connection pheno-
menon (comorbidity, syntropy/dystropy) accumulated in the 
scientific literature lead to the necessity and possibility of ap-
proaching such a vision of generalization, which was outlined 
by the outstanding Carl R. Woese in his paper: “...the essence 
of  biology lies not in things as they are, but in things coming 
into existence” (Woese, Goldenfeld, 2009). In this context, 
our article attempts to consider the diseases connection phe-
nomenon within the framework of the “hermeneutic circle” 
metaphor. It is important to note the historical continuity of 
scientific knowledge on the issue, which was originally based 
on a holistic view of the development of living organisms, 
ranging from ‘Geoffroyism’ (named after Étienne Geoffroy 
Saint-Hilaire), reflected in the principles of connexion, the 
unity of elementarity and integrity (Holodkovsky, 1915), to 
the manifestation of the complex tropism of  hereditary factors 
(Davidenkov, 1947) and the principles of systematization in 
medical genetics (McKusick, 1968), and finally to the frame-
work of modern concepts of network biology and medicine 
(Barabási et al., 2011; Kolchanov et al., 2013).

The progress of research on comorbidities has shown the 
insufficiently comprehensive nature of the existing termino-
logy. For example, in contrast to the term “comorbidity”, 
which has become familiar in medical practice, the genetic 
discourse of the proximity of concomitant diseases is most 
fully interpreted by the terms “syntropy” and “dystropy”, re-
flecting the peculiarities of pathogenetic relationships between 
diseases. The pathogenetic principle of gene involvement in 
the development of comorbid diseases allowed to classify them 
as syntropic and dystropic genes (Puzyrev, 2015). Important in 
this context is the classification of genes on a mechanistic basis 
into nuclear/core and peripheral genes, that have omnigenic 
effects on the development of the pathological phenotype 
through trans- and cis-regulation (Boyle et al., 2017; Liu et al., 
2019). It is obvious that, along with nuclear genes, peripheral 
genes are important objects for MFDs comorbidity studies, 
because their global activity in specific cell types determines 
cellular function and disease risk.

The molecular nature of comorbidities, which allows them 
to be connected in many, often non-fatal and even beneficial 
combinations, remains difficult to explain due to some “liber-
ties of genome” determined by the dynamic and non-linear 
nature of the functioning of the system, regulated by feedbacks 
that can be disrupted in predictable but individual way. The 
degree of benefit or harm of such combinations of diseases of 
the conditional “adaptive phenotype” depends on the trade-
offs that are most obvious due to competition for the limited 
resources of the organism. Probably, vulnerability to some 
diseases with a relatively low risk of developing others is 
reduced to the establishment of some “price of complexity”, 
based on the pleiotropic action of genes.

Thus, the diseases connection phenomenon, described in 
clinical practice for a long time, is of independent interest for 
fundamental research. The DCP also becomes an additional 
way to elucidate the etiology and pathogenesis of complex 
diseases, in the study of which modern methodological and 
conceptual approaches are involved. On the other hand, the 
diseases connection phenomenon is important for practical 

healthcare, since its description is crucial for expanding the 
clinician’s interpretative horizon and moving beyond narrow, 
disease-specific therapeutic decisions. By expanding our 
knowledge of the molecular diversity of the human phenome, 
we can encourage the revision of current disease classifica-
tions (Piro, 2012), the identification in such classifications of 
subtypes with different prognosis for the patient and family 
members, individual responses to treatment (Manolio, 2013).
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