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Abstract

HIV is one of the most persisting global health challenges in major regions where high-risk groups face comorbidities
that are usually associated with HIV. This research uses a syndemic approach to understand the relationship of HIV with
comorbid conditions such as Tuberculosis (TB) and Hepatitis B and C, sexually transmitted infections (STIs), and related
social factors such as substance abuse, poverty, and low access to health care services. With the help of epidemiological
modeling and other data-centric methods, this study seeks to uncover the unknown patterns of comorbid infections and
identify their effects on transmission of HIV as well as other health impacts. Using those methods, we examine diverse
types of data including surveillance reports, clinical notes, and social behavioral information of the injecting drug users
(IDU), men who have sex with men (MSM), and sex workers. The results indicate that these unleveled syndemic
conditions increase the probability of HIV infection and reduce treatment compliance, resulting in degrading general
well-being. Other social determinants such as stigma and discrimination also exacerbate the impacts on already
vulnerable populations. These findings suggest the critical need for effective, interdisciplinary public health response
to contain HIV infections and evaluate other socio-environment need of such affected regions. We suggest that harm
reduction programs, screening and tailoring intervention approaches should be done by specialized healthcare workers
for the vulnerable populations. Furthermore, it is crucial for policymakers, healthcare professionals, and community
institutions to work together to create specific, effective, and long-lasting interventions. Fulfilling this goal helps in
deepening the understanding of the epidemiology of HIV, co-infections and understanding the social determinants that
require special attention for effective interventions in public health.
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1. Introduction

The integration response to HIV as a medical issue is still a challenge. The burden remains intense, especially among
highly vulnerable populations with social, structural and co-infection complications. Although many epidemiologists
prefer to consider infectious disease as an independent occurrence within the scope of their specialization, there are
others who adopt broader approaches that take into consideration life conditions. An example is the “syndemic model”
that integrates biological, behavioral, and ecological approaches to treating the multifaceted problem. Initially
developed in medical anthropology, the concept of syndemics is now gaining more traction in public health research,
as scholars seek to understand the cumulation of health discrepancies and their effects on marginalized populations.
Concerning HIV, socioeconomically disadvantaged groups with TB, hepatitis B and C (HBV/HCV) and certain STIs
experience coinfections in a multifaceted socio-epidemiological framework.
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Figure 1 Syndemic coupling is said to occur when both a disease and a non-disease system interact as a coupled
ecoystem, which may amplify or attenuate the progression of HIV disease. Because of substance use coupled with
other non-disease systems like poverty or intimate partner violence, these systems combined may greatly reinforce
maladaptive behaviors. Maladaptive behaviors can also stem from lack of economic, social, or cognitive resources
coupled with the disease process such as HIV and other non-communicable diseases like hypertension and
cardiovascular diseases (red arrows)
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This research takes a syndemic approach in exploring the relationship of HIV with these coinfecting diseases, towards
uncovering concealed epidemiological patterns that are useful for developing specific public health intervention
schemes. This type of approach involves remarkably sophisticated epidemiological designs that incorporate several
data sources to understand the HIV related syndemics comprehensively. Systematic reviews of surveillance databases,
clinical records, and cohort studies in relation to HIV and co-infections among high-risk populations, including men who
have sex with men (MSM), people who inject drugs (PWID), and commercial sex workers (CSW) are conducted.
Advanced statistical modeling network analyses and complex machine learning algorithms are utilized to analyze
transmission patterns and evaluate the impact of syndemic conditions on disease progression as well as treatment
adherence. In addition, qualitative data from community based participatory research (CBPR) adds depth to the stories
of individuals facing the intersectionality in health. Using both qualitative and quantitative approaches allow us to
comprehend the complex factors that affect HIV epidemiology and the efficacy of public health measures in a particular
region within a country. Scientific innovations in the prevention and treatment of HIV, like antiretroviral therapy (ART)
and pre-exposure prophylaxis (PrEP), greatly reduced most morbidity and mortality rates. Nonetheless, accessibility to
these important measures is greatly affected by disproportionate inequalities. The containment of diseases is also
worsened by syndemic interactions that heighten the level of immunosuppression and the risk for opportunistic
infections. TB is still the most common cause of death for people living with HIV (PLWH) and the co-infection rates are
even more common in low- and middle-income countries (LMICs) with poor health care systems. Chronic viral hepatitis
pushes the liver disease worsening of an HIV-infected person’s liver with an integrated approach that treats both
infections separately.

Syndemics go beyond biological interconnections; they encompass social and structural factors such as homelessness,
food scarcity, and incarceration which increases the risk of transmitting HIV and negative health consequences. These
conditions call for a paradigm shift in policy approach that embraces syndemic thinking by adopting harm reduction,
universal health coverage, and culturally sensitive care for high-risk patients. These research efforts add to a growing
argument for shifting HIV epidemiology from a disease based to a syndemic based approach. By revealing masked co-
infection patterns as well as their social determinants, this research offers invaluable information to healthcare
policymakers, providers, and international health institutions that seek to combat the co-existing effects of HIV and co-
infections. A major finding of this study is the importance of intersectoral collaboration which addresses the disconnect
between purely technical medical research, public health policy, and community directed activities.

These findings call for scalable and evidence-based interventions that target not just single infections but the socio
environmental factors that promote syndemic interactions. In the end, this study reinforces the need of a more
comprehensive, equity centered approach in global HIV responses, particularly focusing on the role of syndemics for
the advancement of epidemiology of infectious diseases and public health practice. In addition to reflecting on the
complexities of HIV and its co-infection, a syndemic framework examines the greater socio environmental factors
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associated with health consequences in certain at-risk populations. Unlike most epidemiological models that deal with
a particular disease outcome, syndemic theory proposes an integrative approach to multiple and interrelated health
burdens that are concentrated in a specific and disadvantaged community. An illustration of this is substance use
disorders among persons who inject drugs (PWID). These disorders are connected to elevated transmission rates of
HIV and HCV associated with needle sharing and poor health seeking behaviors, poor adherence to antiretroviral
therapy (ART), increased opportunistic infections, and other such maladies.

In the same way, men who have sex with men (MSM) experience disproportionate risks in the form of structural stigma,
criminalization, and barriers to obtaining healthcare, which worsen the syndemic conditions that predispose
individuals to contracting and progressing HIV. The focus of this study is to use socio-structural epidemiology to
understand the intricate relationships that HIV and its co-infections, as well as other determinants of health and disease
conditions have on each other. To do this, the researcher used a comprehensive approach that employed qualitative and
quantitative research methods to study syndemic phenomena at the individual and population levels. The rates of
progression of co-infections in PLWH are monitored through longitudinal cohort studies and real time epidemiological
surveillance data. Spatial epidemiological approaches are also used to study disease clustering and transmission among
the most at-risk areas. These methods are complemented by community participatory research (CPBR) that captures
the depth of the day-to-day realities of the affected marginalized syndemic populations and provides a broader
perspective of their lived experiences. Using focus groups, in-depth interviews and ethnographic observations, this
study seeks to capture the experiences of individuals living with the complexity of co-infection syndemics, as well as the
structural barriers to prevention, diagnosis, and treatment. In addition, machine learning and artificial intelligence Al
technologies are used to define high-risk subpopulations and forecast important trends in disease progression to
develop tailored intervention techniques that fully utilize public health resources. Newer studies emphasize the
undeniable necessity of constructing HIV care models that address the co-infections in a syndemic perspective. This
study, using a syndemic approach, seeks to broaden the understanding of the relationship between HIV and co-
infections through data driven research, which is crucial for forming well designed public health policies. The combining
and cross analysis of epidemiological, clinical, and socio-behavioral information makes it possible to better uncover
hidden transmission networks, anticipate disease progression, and develop targeted intervention programs to improve
health for at-risk populations.

2. Literature Review

The syndemic framework within HIV research has received considerable focus in the past two decades as scholars have
started to understand the inadequacy of traditional epidemiological models in dealing with the multi-dimensional
aspects of disease interaction and socio-structural factors. The foundational work by Singer (1996) first articulated the
notion of substance abuse syndemics and HIV violence, contending that these conditions existed simultaneously and
worked to worsen each other’s effects in underprivileged communities. Further works built upon this notion,
demonstrating how biological co-infections, certain behaviors, and social-level inequalities combine and lead to worse
health outcomes for a given population (Tsai & Burns, 2015). An increasing number of studies have applied the
syndemic framework to explain HIV-related health issues for men who have sex with men (MSM), people who inject
drugs (PWID), and sex workers. For example, Singer and Mendenhall (2022) noted that depression, substance use, and
violence commonly co-exist as a syndemic phenomenon, increasing MSM'’s HIV risk behaviors, thereby highlighting the
importance of comprehensive interventions. Similarly, Stall et al. (2003) conducted a systematic review and reported
that MSM  with multiple psychosocial health problemswere more likely to practice condomless sexand
remain undiagnosed for HIV, further supporting the claim that public health systems need to address both medical and
structural interventions simultaneously.

TB, hepatitis B and C (HBV/HCV), and other sexually transmitted infections (STIs) have been of major interest in HIV
syndemic research since they are known to aggravate the disease’s progression and often the treatment as well. The
World Health Organization states that TB is the most prevalent cause of death in people living with HIV (PLWH) and
causes almost one in every three HIV deaths. A conducted a longitudinal study in sub-Saharan Africa and found that the
HIV-TB coinfection increases death rates due to the overactive immune system, alongside the neglected optimum ART
and DOTS therapy available to them. Equals, the work conducted by (Raffetseder 2016) and (Slagboom)showcased the
two-way relationship between HIV and viral hepatitis and how the presence of HIV in a person already infected with
HBV or HCV leads to faster liver disease progression, elevated viral load, and reduced effectiveness of ART. Such
findings, as those made by (Burigo and Porto 2021), suggest the necessity of HIV-hepatitis integrated treatment
measures were struggling patients have shown to benefit from programs that incorporate HIV and hepatitis services.
Patients are more likely to accept treatment and show better overall health.
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Figure 2 Following the initial encounter, the HIV envelope glycoprotein GP120 attaches to CD4 cell receptors and the
viral particle fuses to the membrane, allowing entry into the cell. ssSRNA from the HIV genome gets reverse transcribed
to dsDNA using reverse transcriptase. This viral DNA is subsequently integrated with the host cell DNA through the
action of the integrase. The integrated DNA is then translated and transcribed into multiple structural and non-
structural proteins, assembled into viral particles that are eventually released from the cell

However, biological co-infections of HIV and viral hepatitis C are not the only relevant processes. Economic and
structural differences are also key elements in the formulation of HIV syndemics. Many researchers have noted the
interplay between economic inequality, housing instability, and stigma in relation to HIV infections and patients'
unwillingness to seek proper treatment. For instance, Lima et al. (2009) conducted a study indicating that migration,
often associated with economic instability, adversely affects antiretroviral therapy (ART) adherence among HIV
patients. Similarly, Weiser et al. (2011) found that food insecurity among HIV-infected individuals is associated with
poor virologic response and increased hospitalization rates. The combination of multiple factors has been studied in
relation to HIV outcomes of incarceration. A systematic review by Meyer et al. (2014) showed that previously
incarcerated individuals experience loss of ART adherence, high levels of drug abuse, and poor hygienic environments
in correctional centers, cumulatively increasing the risk of HIV transmission. These findings corroborate Wolitski et al.
(2006), who underscore the importance of prison-based needle exchange programs and opioid substitution therapy to
reduce HIV infection rates among prisoners, arguing that such approaches are poorly practiced in most areas.

Different regions of the world with varying levels of health services exhibit differing rates of these syndemic conditions.
Research from developed nations like the United States and Canada has found that HIV transmission risk among people
who inject drugs (PWID) is effectively alleviated by providing harm reduction services such as needle exchange, opioid
substitution therapy, and pre-exposure prophylaxis (PrEP) (Kamarulzaman & McBrayer, 2018). However, as noted
by Wolitski et al. (2006), these programs often face considerable resistance in politics, law, and funding, maintaining
the gap between high- and low-economy countries. Notably, Millett et al. (2012) conducted an analysis regarding
syndemic conditions among men who have sex with men (MSM) within three distinct regions: North America, Latin
America, and Sub-Saharan Africa. They observed that, apart from structural obstacles such as homophobia,
criminalization, and severe economic alienation prevalent in low- and middle-income countries, these regions also face
barriers to accessing life-saving ART and PrEP biomedical technologies. In a similar context, Shannon etal. (2015) noted
that individuals engaging in sex work in areas with a penalizing legal environment are more likely to experience stigma
and discrimination, leading to reduced engagement in HIV testing and care. This emphasizes the necessity of
decriminalization and the enforcement of human rights provisions.
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Al and ML have started to play an increasing role in epidemiological monitoring recently, and they, alongside other
freshly emerged techniques, and data-centered approaches, have provided new inception about the understanding of
the HIV co-infection syndrome. As (Abernathy-Lane 2021) and (Bulled 2016) showcase, Al-enabled predictive models
can determine specific high-risk groups and anticipate the spread of HIV, which allows for intervention on populations.
In addition, technology-based interventions, such as SMS reminders for adherence and telemedicine consultations, are
effective in improving ART retention and linkage to care even in low-resource environments (Keenan-Devlin 2014)
emphasize the emerging issue of ensuring data privacy, protecting against algorithmic bias, and addressing the inequity
of digital health services. They strongly advise that Al uses in HIV studies require meeting ethical and human rights
concerns. In sum, the available studies (Chung 2009) warrant the need to incorporate syndemics in understanding the
biological and socio-structural drivers of HIV epidemics for the most affected and infected people. Despite notable
progress in biomedical prevention and treatment, worsening gaps in care, stigmatizing attitudes, and structural
inequality still create syndemic conditions across the globe. This study builds upon prior research by integrating
epidemiological, clinical, and behavioral data to identify hidden trends in HIV and co-infection dynamics, offering novel
insights for policy development and public health intervention (Casadevall 2022). Future research should further
explore the scalability of syndemic-informed strategies, leveraging interdisciplinary collaboration to advance equity-
driven approaches in global HIV response efforts.

3. Methodology

3.1. Study Design and Approach

This research uses the SYNTHESIS method which reveals the connection across the epidemiological, behavioral, and
socio-structural factors that are associated with HIV and any coinfections for at risk populations. A cohort study
retrospective analysis will comprehension analysis with a qualitative dimension exploring the lived experiences of
people. The quantitative part consists of secondary analysis of the data obtained from the epidemiological surveillance
databases, while the qualitative part comprises semi-structured interviews with HIV and coinfections patients, as well
as healthcare professionals (Daftary 2011). This mixed methods approach allows for enhanced triangulation which
increases the credibility and generalizability of the research findings to public health concerns.

3.2. Data Sources and Collection

3.2.1 Quantitative Data
Data for the epidemiological analyses were collected from publicly available databases such as the

World Health Organization (WHO) and the Joint United Nations Program on HIV/AIDS (UNAIDS) and HIV national
registries from selected countries with high disease burden. The dataset includes variables at the centralized level like
the incidence and prevalence of HIV, rates of TB, HBV, HCV and other STIs and demographic and socioeconomic
structure and healthcare coverage. Data spanning the years 2015-2022 were extracted to assess temporal trends and
geographical variations. A machine learning-based predictive model was developed to identify high-risk clusters by
integrating spatial epidemiological data with behavioral and social determinants, such as substance use, incarceration
history, and socioeconomic deprivation (Daftary 2011). The model employed supervised learning techniques, including
logistic regression and random forest classifiers, to assess the probability of syndemic conditions and predict future
transmission hotspots.

3.2.2  Qualitative Data

Alongside quantitative results, detailed semi-structured interviews were conducted with 50 HIV-positive individuals
with co-infections and 20 infectious disease specialists, including physicians working in harm reduction and syndemic-
informed care. The sample was drawn through purposive sampling from community health clinics, harm reduction
services, and peer support groups (Crowley, Vermund, & Geller, 2021). The interview schedule aimed to
assess healthcare access barriers, stigma, discrimination, and the interplay of structural vulnerabilities and disease
progression (Leaver et al.,, 2007). The interviews were conducted face-to-face or via secure teleconferencing, recorded
with participant permission, and verbatim transcripts were produced for analysis (Douek, 2007).

3.3. Data Analysis

3.3.1  Quantitative Analysis

Descriptive statistics were used to summarize the frequency and distribution of HIV and coinfections among various
subgroups. Bivariate and multivariate logistic regression models were used to assess the relationships between the
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syndemic factors and HIV transmission risk. GIS mapping as a spatial analysis method was used to demonstrate
syndemic clustering and areas with the highest burdens of diseases. The machine learning models were retrospectively
validated using cross-validation methods for accuracy improvement.

3.3.2  Qualitative Analysis

Thematic analysis was conducted on interview transcripts following the guidelines outlined by Braun and Clarke
(2006). During NVivo coding, emergent structural, behavioral, and biomedical themes were identified (O’Connor &
Joffe, 2020). Data management, storage, and systematic coding were performed using NVivo software. Intercoder
reliability was ensured by having multiple researchersindependently code a sample of transcripts, followed
by consensus meetings to resolve discrepancies (0’Connor & Joffe, 2020). Finally, qualitative themes were integrated
with quantitative results to provide a comprehensive interpretation of syndemic interactions (Nowell et al., 2017).

3.4. Ethical Considerations

This study followed the Helsinki Declaration and was ethically approved by the Institutional Review Board (IRB). All
interview participants provided informed consent while their health information data underwent confidentiality
provisions. Epidemiological datasets were compliant with data protection legislation as GDPR and HIPAA, therefore
only de-identified records were used (Magazi 2008).

3.5. Limitations and Rigor

Potential limitations of this study include the reliance on secondary data, which may be subject to reporting biases or
inconsistencies across regions. Additionally, self-reported data from qualitative interviews may introduce recall bias.
However, triangulation of multiple data sources, rigorous statistical modeling, and methodological transparency
mitigate these concerns. By integrating epidemiological modeling with lived experiences, this study enhances the
understanding of syndemic processes and informs targeted interventions for high-risk populations (Paul 2021). A
syndemic approach is used in this study on the interaction of HIV infection and its co-morbidity in high HIV prevalence
groups. Data was collected through various methods, a combination of quantitative epidemiological modeling and
qualitative thematic analysis.

Data were collected from three primary sources:

e Backward Surveillance: Secondary data WHO, UNAIDS, and national HIV/AIDS databases (2015-2022).

e Survey Based: A structured questionnaire was distributed to 1,200 respondents of high-risk categories (e.g.,
injecting drug users, MSM, sex workers).

e Qualitative Cross Sectional: Semi-structured in-depth interviews from 50 HIV positive respondents and
twenty health care providers.

3.6. Inclusion Criteria & Sampling

3.6.1 Quantitative Component

¢ Inclusion: All persons diagnosed with HIV, tuberculosis, hepatitis B or C during the years 2015-2022.
o Exclusion: Patients with incomplete health records. Stratified sampling across age bands, gender, and
geography ensured proportional representation.

3.6.2  Qualitative Component

¢ Inclusion: Patients diagnosed with co-infections in the last five years, healthcare workers with more than ten
years of experience.
e To achieve socio-economic diversity purposive sampling was applied.

3.7. Methods and Techniques for Data Collection
Missing values imputed using Expectation-Maximization (EM) algorithm. Min-max scaling applied to bring all data
within the [0,1] range. Mahalanobis distance used to identify extreme cases (p < 0.01). The syndemic interaction
between HIV and co-infections was assessed using a log-linear regression model:

Y =p0+B1X1+B2X2+P3X3+€
Where
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Y = Probability of HIV acquisition

X1 = Presence of Tuberculosis (TB)

X2 = Presence of Hepatitis (HBV/HCV)
X3 = Socioeconomic vulnerability index
€ = Error term

The interaction terms X1X2 and X1X3 were included to assess syndemic multiplicative effects.

3.7.1  Machine Learning for Risk Prediction
We developed a Random Forest (RF) classifier for predicting high-risk groups:

N
1
RF(X) = N E hi(X)
: =

Where hi(X) represents an individual decision tree in the ensemble model. Accuracy: 89.2%, Flscore: 0.86 and area
under the curve (AUC-ROC): 0.91 Geographic Information Systems (GIS) were used to map infection clusters. Moran’s |
statistic was used to assess spatial autocorrelation:

;'\' p % l[',',(_x-, : -X’)(“—J : ‘\-—)

e T i ]

> (X — X)?2

Where Wi represents the spatial weight between region i and j. NVivo 12 software was used for thematic coding.
Intercoder reliability was established (k=0.82). Emerging themes included stigma, healthcare access barriers, and
economic distress. Mean HIV prevalence across regions:

7.8% (SD: 1.2). Mean TB-HIV co-infection rate: 32.1% (CI: 95%, p < 0.05)

3.7.2  Multivariate Logistic Regression for Risk Factors

Alogistic regression model was applied to assess the odds of HIV acquisition:

log (L) = Bo+ 1 X1+ BoXo + ... + Ba X,
1=

Where

e p=Probability of HIV acquisition

e Xn =Independent risk factors (e.g., drug use, incarceration, social determinants)

e Key Findings: Substance use increased the odds of HIV infection by 3.2 times (OR=3.21, p<0.01). Lack of
healthcare access increased HIV risk by 2.5 times (OR=2.49, p<0.05). A Seasonal Autoregressive Integrated
Moving Average (SARIMA) model was used to forecast future trends:

Yi=a+y oY i+ O+ > Visi+e

Where

e Yt=HIVincidence rate at time t » ¢i = Autoregressive parameters
e 0j=Moving average parameters
e st-k= Seasonal component
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4. Results and discussion

4.1. Descriptive Analysis of the Study Population

A total of 1,200 individuals were included in the quantitative analysis. The demographic and clinical characteristics are

summarized in Table 1.

Table 1 Baseline Characteristics of Study Population

Variable Mean = SD / N (%) | p-value
Age (years) 387+74 -
Gender (Male) 830 (69.2%) -
HIV-Positive 1,200 (100%) -

TB Co-Infection 385 (32.1%) <0.01
HCV Co-Infection 291 (24.2%) <0.05
HBV Co-Infection 219 (18.3%) <0.05
CD4+ T-Cell Count (cells/uL) 4103 £78.6 <0.001
Viral Load (copies/mL) 98,542 £ 12,341 <0.001
Socioeconomic Vulnerability Index | 5.2 + 1.8 <0.05

The average CD4+ T-cell count was 410.3 + 78.6 cells/uL, with 45% of participants having counts below 350 cells/uL,
indicating advanced immunosuppression. The mean viral load was 98,542 + 12,341 copies/mL, significantly higher in
patients with TB co-infection (p<0.01p).

Using the log-linear regression model:
Y =£0+L1X1+52X2+3X3+L4(X1X2)+B5(X1X3)+e

Where

Y= Probability of HIV progression to AIDS

X1= TB co-infection

X2=HCV co-infection

X3 = Socioeconomic vulnerability

X1X2 = TB and HCV interaction term

X1X3 = TB and socioeconomic status interaction

The estimated coefficients from the regression model are shown in Table 2.

Table 2 Log-Linear Regression Results for Syndemic Effects

Variable Coefficient () | Standard Error | p-value
Intercept ($0) -1.254 0.187 <0.01
TB (1) 0.893 0.105 <0.01
HCV (B2) 0.612 0.087 <0.05
Socioeconomic (33) 0.417 0.069 <0.05
TB x HCV (B4) 1.102 0.154 <0.001
TB x Socioeconomic ($5) | 0.809 0.132 <0.01
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Key Findings

o Infection with TB is linked to an 89.3 percent increase in the likelihood that an HIV positive person has
progression to AIDS ($1=0.893, p<0.01).

e Patients with HCV and HIV have higher rates of progression to AIDS - the risks of ideology are more than
additive. This increases the rate of progression by 61.2 percent ($2=0.612, p<0.05).

e High scores of socioeconomic vulnerability compound risk and are associated with 41.7 percent relative
increase in progression risk ($3=0.417, p<0.05).

e In TB and HCV coinfections, synergetic interactions are discovered, hence the combined effect is much greater
than simple addition of effects (f4=1.102, p<0.001).

4.2. Predictive Modeling for High Actionability Groups
To target the patients showing the highest risk for rapid HIV progression, a Random Forest model was created. The
model achieved:

e Accuracy =89.2%
e F1Score=0.86
e AUCROC=091

The objective function for the boundary is set as

N
1
RF(X) = 3 > hi(X)
- 11

Where hi(X) is an individual decision tree in the ensemble.

4.3. Geographic and Spatial Analysis
A Moran’s | statistic was applied to assess spatial clustering of HIV and co-infections:
where wij represents the spatial weight matrix. The results:

e Moran’s=0.72 (p<0.01p) — Significant spatial autocorrelation.

e Hotspots identified: Urban slums, high-drug-use areas.

e Colder spots: Higher-income neighborhoods.

4.4. Time-Series Forecasting of HIV Incidence

Using Seasonal Autoregressive Integrated Moving Average (SARIMA), we forecasted HIV trends over the next five years:

Yi—a+ Z @PiYi-i + Z Ojer—j + Z Wist—k + €

The best fitting SARIMA model, (2,1,2) (1,0,1,12), suggests that HIV incidence in the target regions will increase by 7.1%
every year.

4.5. Time to Death Analysis and Risk of AIDS Progression

In order to extract useable event time analysis data for progression of an HIV infection to AIDS, we used Kaplan Meier
and the Cox Proportional Hazards (CPH) models. The Kaplan-Meier surviving function is given by:

S(t) = H (1 %)

it <t

Where;
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e S(t) is the probability of survival beyond time t,
e diis the number of events (progression to AIDS) at time ti
¢ niis the number of individuals at risk at time ti

The estimated survival probabilities for key patient groups are shown in Figure 3.

KAPLAN-MEIER SURVIVAL ESTIMATES

100

g | J
A0 ! )
3 | ! )
2 | |
> ol _ |

Time [Manths]  TB-HIW Survival HOV-HIV Survival  HIV Alone (%) p-value
(%) (%]

E5aES8

[ s e R

W Seriesl W Saries? Series3 M Seriesd W Seriesh

Figure 3 Kaplan-Meier Survival Estimates for HIV-Positive Patients with and without Co-Infections. This chart depicts
the survival probability of HIV patients over five years, highlighting the impact of co-infections such as Tuberculosis
and Hepatitis on disease progression and mortality rates

e Findings: The expected survival rate at 5 years is only 29.7% for the co-infected TB-HIV patients compared to
56.3% in HIV mono patients. There are notable survival gaps among all groups (p<0.001p).

4.6. The Cox Method of Proportional Hazards

Hazard ratios (HRs) for disease advancement was estimated with the Cox regression model.

h(f) = h()(f) exp(lel -+ ‘32X:_) + .‘")';;X;; -+ ‘3,|X.3)

Where;
e h(t) is the hazard function at time t,
e hO(t) is the baseline hazard,
e X1 =CD4+ T-cell count,
e X2 =TB co-infection,
e X3 =HCV co-infection,
e X4 =Viral load.

The estimated hazard ratios are presented in figure 4.
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COX PROPORTIONAL HAZARDS
MODEL FOR HIV PROGRESSION
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Figure 4 Cox Proportional Hazards Model for HIV Progression Risk Factors. This chart illustrates the hazard ratios of
various risk factors, including co-infections and socioeconomic vulnerabilities, on the progression of HIV to AIDS,
demonstrating the compounded impact of syndemic conditions.

Key Findings: Having TB together with HIV raises the risk of progressing to AIDS by more than two folds
(HR=2.31, p<0.001). Co-infection with HCV also has a notable impact (HR=1.78, p<0.01). The progression
towards the disease is affected in a positive manner by higher numbers of CD4+ T-cells.

Table 3 Comparison with Previous Research, Public Health Implications, and Future Directions

Section Key Findings Comparison with Previous Studies

Survival Analysis Kaplan-Meier  survival estimates | Supports Gupta et al. (2021) but

Comparisons confirm TB-HIV co-infection | improves precision with co-infection
significantly reduces life expectancy. | networks. Enhances Lawn et al. (2018) by
Cox regression hazard ratio (HR = | integrating machine learning analytics.
2.31,p < 0.001).

Syndemic Modelling Graph theory-based centrality | Extends Singer (2009) beyond qualitative

measures quantify disease burden.
TB-HIV (0.82 correlation) is more
significant than HCV-HIV (0.75).

trends. Challenges Del Amo et al. (2019),
who found TBHIV and HCV-HIV co-
infection risk levels to be similar.

Machine Learning

SVM model achieves AUC-ROC = 0.94,

Outperforms Zhou et al. (2020), who

Risk Assessment outperforming logistic regression | focused solely on CD4+ trends. Enhances
(AUC-ROC = 0.84). Integrates multiple | predictive accuracy by incorporating
biomarkers. viral load, TB coinfection, and liver

function.

Targeted Prioritize TB/HCV screening in high- | According to WHO (2022), the rates of

Interventions for | prevalence regions. Routine TB | TB-HIV co-infections in sub-saharan

High-Risk Groups screening should be expanded. Africa and South Asia surpass 40%.

Al-Fueled Risk | SVM-based risk prediction suggests | Al applications in HIV care remain

Forecasting in

Al-driven decision support improves

underutilized. Supports digital health

Medicine patient care. Integration into EHRs | initiatives proposed by global health
recommended. organizations.
Strengthening Network analysis models can optimize | Aligns with WHO (2022)
Syndemic resource allocation. TB eradication | recommendations ~ but  introduces
. could substantially reduce HIV | advanced syndemic modelling to enhance
Surveillance . . o :
mortality. policy decision-making.
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Retrospective Historical clinical records may | Prospective studies like Patel etal. (2021)

Cohort Bias introduce bias. Prospective cohort | mitigate reporting biases; our study lacks
validation is needed. real-time data.

Generalizability Model trained on high-risk urban | Similar concerns raised by Smith et al.

populations may not apply to rural | (2020) in HIV epidemiology studies.
settings. Expansion required.

Computational SVM is highly accurate but | Logistic regression with deep feature
Complexity of ML computationally intensive. Alternative | extraction (Kim et al., 2022) may provide
Al models should be explored. practical solutions for low-resource
Models ;
settings.

5. Conclusion

This research undertakes a comprehensive syndemic analysis of HIVand its co-morbidities by
integrating epidemiological modeling, survival analysis, machine learning-based risk stratification, and burden of
disease reporting through network analysis. The findings validate the impact of co-infections, particularly
with tuberculosis (TB) and hepatitis C virus (HCV), in accelerating HIV progression and increasing mortality risk among
vulnerable populations. For instance, studies reported that TB/HIV co-infected patients had a 5-year survival
probability of only 29.7%, significantly lower than those with HIV alone, highlighting the urgent need for proactive
screening and intervention (Baker et al,, 2011). Findings from the Cox proportional hazards model (HR=2.31, p <
0.001) indicate anotable rise in mortality associated with TB co-infection, confirming global epidemiological
trends (Bruchfeld et al, 2015). Our predictive model demonstrated ahigh area under the curve for SVM
(AUCROC=0.94), reaffirming the superiority of machine learning models over traditional approaches in identifying
high-risk individuals for HIV-related complications. Additionally, network analysis confirmed TB-HIV as a primary
syndemic node, reinforcing the multifaceted burden of infectious diseases and emphasizing the urgent need for
integrated approaches in public health (Pires et al., 2020). The consequences of these findings for public health
policy are profound. This report advocates for expanded TB and HCV screening within HIV clinics, Al-driven risk
assessment in electronic health records (EHRs), and network-based syndromic surveillance systems (Hermans et al.,
2016). These recommendations aim to streamline early patient identification, improve treatment outcomes, and
significantly reduce HIV-related mortality (Getahun et al., 2015). Given these considerations, further research using
prospective cohort studies is necessary to validate these findings in diverse geographic regions, particularly in under-
resourced health systems. Moreover, optimizing Al-based models for real-world clinical application will be crucial in
translating theory into practice. Machine learning, network analysis, and focused interventions can revolutionize public
health efforts to mitigate HIV syndemics and co-infections, fostering positive global health outcomes (Hou et al.,, 2021).
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