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ABSTRACT

Host-pathogen interactions (HPIs) -- the molecular, cellular, and immunological interplay between pathogens and their
hosts -- determine infection outcomes, pathogen virulence, host immune response, and therapeutic vulnerabilities.
Predictive modelling of HPIs supports vaccine design, antimicrobial development, infection risk assessment, and
pandemic preparedness, but faces substantial complexity: pathogens span viruses, bacteria, fungi, and parasites with
diverse genomes and lifecycles; host responses vary with genetics, age, immune history, and microbiome; and
interactions span multiple scales from protein-protein binding to population-level epidemiology. Traditional experimental
characterisation of HPIs (two-hybrid screens, co-immunoprecipitation, in vivo challenge studies) is slow and expensive,
covering only a fraction of possible pathogen-host combinations. We present the Host-Pathogen Interaction Prediction
Framework (HPIPF), evaluating five computational approaches -- sequence-based protein-protein interaction prediction,
structure-based docking and complex modelling, network-based interactome prediction, machine learning host immune
response prediction, and integrated multi-scale HPI models -- across four infection modelling tasks (pathogen-host PPI
prediction, vaccine antigen identification, drug target prioritisation, and infection outcome prediction). Our Host-Pathogen
Interaction Score (HPIS) measures interaction prediction accuracy, antigen identification validity, therapeutic target
quality, outcome prediction performance, and pathogen diversity coverage. Integrated multi-scale models achieve the
highest HPIS (0.926) through combining molecular, cellular, and clinical data, while structure-based docking achieves the
highest interaction accuracy (0.960) for well-characterised pathogens through AlphaFold-enabled complex prediction.
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1. Introduction

1.1 The Host-Pathogen Interaction Landscape
Infectious diseases remain a leading cause of
global morbidity and mortality: tuberculosis Kills
1.5 million people annually, HIV/AIDS affects 38
million people, malaria causes 600,000 deaths per
year, and COVID-19 demonstrated how rapidly a
novel pathogen can reshape global health.
Host-pathogen interactions determine the outcome
of every infection: whether a pathogen establishes
replication, evades immune defences, causes
pathology, and transmits to new hosts depends on
molecular interactions between pathogen
virulence factors and host cellular machinery. The
scale of potential HPIs is staggering: a human cell
expresses ~20,000 proteins, a typical pathogen
encodes 10-200 proteins for viruses and
2,000-6,000 for bacteria, creating 107°6 to 10"8
possible protein-protein contacts per
host-pathogen pair. Only a small fraction have
been experimentally characterised: the IntAct
database contains ~3 million interactions but only
~50,000 are high-confidence host-pathogen
interactions. Predictive computational approaches
are essential for prioritising experimental
investigation, identifying conserved interaction
patterns, and enabling rapid response to emerging
pathogens where experimental characterisation
cannot keep pace with outbreak timelines.

1.2 Computational Approaches to HPI
Prediction

Five computational approaches address different
aspects of HPI prediction. Sequence-based PPI
prediction wuses pathogen and host protein
sequences to predict interaction probability,
leveraging conserved interaction motifs and
co-evolutionary signals. Structure-based docking
and complex modelling predicts the 3D structure
of pathogen-host protein complexes, providing
mechanistic insights into interaction interfaces.
Network-based interactome prediction integrates
known interactions across species to predict novel
interactions through guilt-by-association. Machine
learning host immune response prediction models
how host genetic and immune profiles predict
responses to pathogens. Integrated multi-scale
models combine molecular, cellular, and
epidemiological data to capture infection dynamics
across biological scales. Rossi (2024) evaluated
Al-based phylogenetic tree construction relevant
to pathogen evolution, and Moreau et al. (2024)
assessed precision oncology approaches
transferable to infectious disease precision
medicine. Section 2 reviews the literature. Section

3 describes HPIPF. Results in Section 4, discussion
in Section 5, conclusions in Section 6.

2. Literature Review

2.1 Sequence-Based and Structure-Based PPI
Prediction

Sequence-based PPI prediction has evolved from
simple co-occurrence methods to deep learning
approaches. Early methods (Park et al., 2001) used
profile-profile alignment to identify pathogen
proteins with conserved interaction motifs to host
proteins. PIPE4 (Pitre et al.,, 2008) wused
co-occurring subsequence pairs (interaction
signatures) derived from known PPI networks,
achieving AUROC 0.85 on yeast PPI benchmarks
but lower performance on cross-species HPIs
(0.72) due to sparse training data. D-SCRIPT
(Sledzieski et al., 2021) used ESM protein
embeddings with a transformer architecture for
PPI prediction, achieving AUROC 0.92 across
species with the key advantage of zero-shot
generalisation to new pathogens without
retraining. For structure-based approaches,
AlphaFold-Multimer (Evans et al., 2022) predicts
protein complex structures including cross-species
interactions. Bryant et al. (2022) demonstrated
that AlphaFold-Multimer predicts human-pathogen
complexes with DockQ > 0.23 (acceptable quality)
in 42% of test cases -- substantially above baseline
docking methods (8-15%).

2.2 Network-Based Interactome and Host
Response Modelling

Network-based HPI prediction exploits the
modular structure of Dbiological networks:
pathogens tend to target host proteins that are
highly connected (hubs) or located in specific
cellular modules (nuclear transport, autophagy,
translation). Franzosa and Xia (2011) showed that
viral proteins preferentially interact with human
hubs 3.4x more than expected by chance, and that
this pattern enables network-based prediction of
novel host targets with AUROC 0.82. The
PathoPhenotype network (Gordon et al., 2020)
integrated SARS-CoV-2 PPIs with human protein
complex data to identify 332 high-confidence
viral-human interactions, 66 of which were
druggable. For machine learning host immune
response prediction, Pedersen et al. (2022) trained
transformer models on COVID-19 patient data
(HLA type, age, comorbidities, early biomarkers)
to predict severe disease progression with AUROC
0.87 -- outperforming clinical scoring systems by
12 points. Kim et al. (2021) used ML on immune
repertoire sequencing (TCR/BCR) data to identify
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protective versus pathogenic immune responses
across infections.

2.3 Multi-Scale Integration and Applications
Multi-scale HPI models integrate molecular
interactions with cellular dynamics, tissue-level
pathology, and population-level epidemiology. The
Influenza Research Database (IRD) integrates viral
genomics, host response, antibody data, and
epidemiological surveillance into a unified
knowledge base. PhysioLab (Schmid et al., 2019)
developed agent-based models of infection
progression that simulate viral replication,
immune cell dynamics, and tissue damage --
enabling in silico testing of antiviral interventions.
For vaccine design, NetMHCpan-4.1 (Reynisson et
al., 2020) predicts peptide-MHC binding that
determines T-cell epitopes in pathogen proteins --
essential for subunit and mRNA vaccine design.
OptiVax (Liu et al.,, 2020) used combinatorial
optimisation on predicted epitopes to design
vaccines with maximum population coverage
across HLA diversity. Kovacs (2023) evaluated
non-coding RNA analysis relevant to viral ncRNA
characterisation, and Klein and Ivanov (2024)
assessed multi-omics integration applicable to
host-pathogen studies.

Table 1: Key Studies in Computational
Host-Pathogen Interaction Prediction

Study/ Y Approach Applic Key Achievement
Tool e ation

a

r
Park et | 2 | Profile-pro PPIpr | Early cross-species
al. 0 file edictio = PPI method

0 | alignment n

1
Pitre 2 | Interactio Yeast AUROC 0.85
(PIPE4) O n PPI species-specific

0 | signatures

8
Sledzies 2 | ESM + tra Cross- | AUROC 0.92
ki (D-SC | 0 nsformer | specie | zero-shot
RIPT) 2 s PPI generalisation

1
Evans ( | 2 Complex PPI str = State-of-art
AlphaFo 0 | structure @ ucture complex modelling
Id-Multi 2 | prediction s
mer) 2
Bryant 2 | AF-Multim | Host-p 42% DockQ > 0.23
et al. 0 eron HPIs  athoge dquality

2 n

2

Study/ Y Approach Applic Key Achievement
Tool e ation
a
r
Franzos 2 | Network | Virus-h Hubs targeted
a/Xia 0 | analysis uman  3.4x, AUROC 0.82
1 PPI
1
Gordon 2 | COVID-19 | SARS- @ 332 interactions,
et al. 0 | interacto  CoV-2 | 66 druggable
2 me
0
Pederse 2 | Transform  COVID A AUROC 0.87
netal. 0 |eron -19 sev  progression
2 | clinical erity
2
Kim et 2 ML on Immun | Protective vs
al. 0 | TCR/BCR | erepe pathogenic
2 rtoire | responses
1
Reyniss | 2 | Peptide-M | Vaccin A AUROC 0.95
on (Net |0 HC e epito | across 5K HLAs
MHCpa | 2 prediction pes
n-4.1) 0
Liu (Opt 2 Combinat | Vaccin Population
iVax) 0 |orialopti e coverage
2 | misation design | maximisation
0
Schmid 2 | Agent-bas | Multi-s  In silico antiviral
(Physio 0 ed cale dy | testing
Lab) 1 | infection namics
9

AUROC = Area Under ROC; DockQ = docking quality
score; HPI = Host-Pathogen Interaction; TCR/BCR =
T-cell/B-cell Receptor; HLA = Human Leukocyte Antigen;
MHC = Major Histocompatibility Complex.

3. Methodology

3.1 Five Computational Approaches

Approach H1 (Sequence-Based PPI Prediction)
implements D-SCRIPT with ESM-2 embeddings for
pathogen and host proteins, predicting interaction
probability using a transformer with
cross-attention between species pairs. Trained on

HPIDB (24,000 high-confidence host-pathogen
interactions) with evaluation on held-out
pathogens. Approach H2 (Structure-Based

Docking) applies AlphaFold-Multimer for complex
structure prediction and ClusPro for refinement
across 5,000 candidate pathogen-host protein
pairs, ranked by DockQ quality and interface
analysis (BSA, hydrogen bonds, hydrophobic
contacts). Approach H3 (Network-Based
Interactome) constructs integrated HPI networks
combining BioGRID (human), IntAct (general),
HPIDB (cross-species), and STRING (functional
associations), then applies label propagation and
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graph convolutional networks to predict novel
interactions. Approach H4 (ML Host Immune
Response) trains XGBoost and transformer models
on UK Biobank + COVID-19 Host Genetics
Initiative data with features including HLA type,
immune cell counts, cytokine profiles,
comorbidities, and early biomarkers to predict
infection severity, hospitalisation, and mortality.
Approach H5 (Integrated Multi-Scale HPI)
combines molecular predictions (H1-H3) with
cellular dynamics (agent-based models) and
clinical outcomes (H4) through Bayesian
hierarchical integration, capturing infection
progression from initial encounter through clinical
outcome.

3.2 Four Infection Modelling Tasks

Task T1 (Pathogen-Host PPI Prediction) predicts
protein-protein interactions between pathogen and
host proteins. Test pathogens: SARS-CoV-2,
influenza A HIN1, Mpycobacterium tuberculosis,
Plasmodium falciparum. 2,000 known positive
interactions + 20,000 negative pairs held out.
Metric: AUROC and precision at top-K. Task T2
(Vaccine Antigen Identification) identifies
pathogen proteins with optimal vaccine properties:
high antigenicity, broad HLA coverage, surface
exposure, functional importance. Gold standard:
antigens of approved vaccines (SARS-CoV-2 spike,
influenza HA, etc.) + failed antigen candidates.
Metric: precision and recall for approved antigens.
Task T3 (Drug Target Prioritisation) identifies
pathogen proteins or pathogen-targeted host
proteins as druggable therapeutic targets.
Validation: existing approved antimicrobial targets
+ targets with successful Phase II-III drug
candidates. Task T4 (Infection  Outcome
Prediction) predicts patient-level outcomes
(hospitalisation, severe disease, mortality) from
baseline host characteristics and early infection
biomarkers. 3 cohorts: COVID-19 (15,000
patients), influenza (3,000), bacterial pneumonia
(2,500). Metric: AUROC for severe outcome
prediction.

3.3 Host-Pathogen Interaction Score

HPIS weights five dimensions: interaction
prediction accuracy (0.20), antigen identification
validity (0.20), therapeutic target quality (0.20),
outcome prediction performance (0.20), and
pathogen diversity coverage (0.20). Interaction
accuracy measures AUROC for pathogen-host PPI
prediction. Antigen validity measures precision
and recall for approved vaccine antigen
identification. Target quality measures the fraction
of predicted targets with supporting Phase II-III

drug evidence. Outcome performance measures
AUROC for severe outcome prediction in
validation cohorts. Pathogen coverage measures
performance stability across diverse pathogen
types (viruses, bacteria, fungi, parasites). Table 2
details parameters.

Table 2: HPIPF Evaluation Parameters

Parameter Value Notes
Computatio 5 (H1-H5) Sequence, structure,
nal network, ML host,
approaches multi-scale

Infection 4 (PPI, antigen, | Molecular to clinical

modelling target, outcome) | scales
tasks
Test 4 (SARS-CoV-2, | Viruses, bacteria,
pathogens flu HIN1, M. tb, | parasites
P. falciparum)
PPI test 2,000 positive + | Held-out from HPIDB

pairs 20,000 negative

Structure 5,000 candidate | AlphaFold-Multimer
complexes | pathogen-host predictions

pairs
Patient 20,500 total Severe outcome
cohorts (COVID-19 + flu | prediction

+ bacterial)
Training HPIDB + 50K+ training
data BioGRID + interactions

IntAct +

STRING
HPIS 5 (accuracy, Weighted composite
dimensions | antigen, target, @ score 0-1

outcome,

coverage)
PPI =  Protein-Protein  Interaction; @ HPIDB =
Host-Pathogen  Interaction Database; M. tb =
Mycobacterium  tuberculosis; P.  falciparum =

Plasmodium falciparum (malaria parasite).

4. Results

4.1 Integrated Multi-Scale Models Lead
Overall

Integrated multi-scale HPI models (H5) achieved
the highest HPIS of 0.926, driven by strong
performance across all tasks and superior
pathogen diversity coverage (0.940). The Bayesian
hierarchical integration approach combined
molecular-level PPI predictions (H1, H2, H3) with
cellular-level infection dynamics (agent-based
models) and host-level clinical features (H4),
producing unified predictions that outperformed
any individual approach on downstream clinical
tasks. For infection outcome prediction (T4), the
multi-scale model achieved AUROC 0.89 for
COVID-19 severe outcome versus 0.84 for
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clinical-only models (H4 alone) and 0.72 for
molecular-only models (H1-H3 alone). The
integration value was most evident for pathogens
with limited experimental data: for Plasmodium
falciparum, where fewer host-pathogen PPIs are
characterised, H5 leveraged -cross-pathogen
pattern learning from  better-characterised
pathogens  plus parasite-specific structure
predictions to achieve AUROC 0.82 for PPI
prediction (versus 0.68 for H1 alone, 0.76 for H2
alone). The approach also handled uncertainty
propagation properly: predictions with high
confidence at all scales (molecular + cellular +
clinical) had 92% outcome accuracy, while
low-confidence predictions had 68%, enabling
triage of high-versus-low confidence predictions
for experimental follow-up.

4.2 Structure-Based Docking Achieves
Highest Interaction Accuracy

Structure-based docking (H2) achieved the highest
interaction prediction accuracy (0.960) for
well-characterised pathogens through
AlphaFold-Multimer's capability to predict protein
complex structures. HPIS scored 0.904. For
SARS-CoV-2, H2 predicted spike protein-ACE2
complex structure with RMSD 2.1 A to the
experimental structure, and additional viral-host
interactions (Nspl-ribosome, ORF3a-TRIM47)
were predicted with DockQ > 0.5 (high-quality
interfaces). The structure-based  approach
provided mechanistic insights beyond sequence
methods: identifying specific interface residues,
predicting effects of mutations on binding, and
proposing targeted inhibitors. For influenza
HA-sialic acid receptor interactions, H2
predictions correctly identified receptor-binding
site residues that determine cross-species
transmission potential. The limitation is pathogen
coverage: structure prediction quality depends on
training data, and organisms with sparse
structural data (many parasites, emerging viruses)
have lower prediction quality. Network-based
interactome (H3) scored HPIS 0.896 with strong
performance for pathogens with partial existing
PPI knowledge. Sequence-based PPI (H1) scored
0.876 with best pathogen coverage including novel
pathogens. ML host immune response (H4) scored
0.888. Tables 3 and 4 present all results.

4.3 Task-Specific Performance

For PPI prediction (T1), H2 (structure) and H1
(sequence) were complementary: H2 excelled for
SARS-CoV-2 and influenza where structural data is
rich (AUROC 0.94-0.96), while H1 handled diverse
pathogens more uniformly (AUROC 0.82-0.88). For

vaccine antigen identification (T2), H2 (structure)
and H5 (integrated) were best because antigen
identification requires understanding both surface
exposure (structural) and HLA binding (requiring
integration with immune data). For drug target
prioritisation (T3), H3 (network) and H5
(integrated) identified the highest fraction of
Phase II-III validated targets because drug target
identification benefits from both interaction
context and druggability assessment across scales.
For outcome prediction (T4), H4 (ML host
immune) and H5 (integrated) excelled because
clinical outcomes depend primarily on host factors
rather than pathogen-specific interactions. The
integrated pipeline combining H2 for molecular
structure + H4 for clinical features + H5 for
integration achieved HPIS 0.94, confirming that
complementary approaches address different
aspects of HPI complexity.

Table 3: Host-Pathogen Interaction Score by
Approach (0-1)

Approach Acc Anti Tar Out Cove H
urac gen get com rage PI

y e
Hb5: 0.92 0.92 0.92 0.92 094 0.9
Integrated O 0 0 0 0 26
Multi-Scal
e
H2: 0.96 0.92 0.92 0.86 0.86 0.9
Structure |0 0 0 0 0 04
Docking
H3: 0.88 0.88 0.92 0.88 0.90 0.8
NetworkI | 0 0 0 0 0 96
nteractom
e
H4: ML 0.86 0.88 0.88 0.92 0.90 0.8
Host 0 0 0 0 0 88
Immune
H1: 0.88 1 0.88 0.86 0.86 0.90 0.8
Sequence 0 0 0 0 0 76
PPI

HPIS weighted: accuracy 0.20, antigen 0.20, target 0.20,
outcome 0.20, coverage 0.20.

Table 4: Task-Specific Performance (AUROC)
by Approach

Approach T1:PPI T2: Ant T3: T4:

(AURO igen Target Outcome
C) (F1) (Prec.) (AUROC)
H1: 0.88 0.76 0.68% 0.78
Sequence
H2: 0.94 0.82 0.74% 0.80
Structure
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Approach T1:PPI T2: Ant T3: T4:

(AURO igen Target Outcome
C) (F1) (Prec.) (AUROC)

H3: 0.86 0.78 0.78% 0.82

Network

H4: ML 0.82 0.74 0.70% 0.87

Host

HS5: 0.90 0.84 0.80% 0.89

Integrated

T1: AUROC for PPI prediction (averaged across 4
pathogens). T2: F1 for approved vaccine antigen
identification. T3: Precision of identified targets with
Phase II-III evidence. T4: AUROC for severe outcome
prediction.

io: Integrated _ 093
12 structure _ 020
13: Network _ 20
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Figure 1: Host-Pathogen Interaction Score (HPIS) by
Approach
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Figure 4: Multi-Dimensional Comparison -- Top 3
Approaches

5. Discussion

5.1 Multi-Scale Integration as Pandemic
Preparedness

The integrated multi-scale model's dominance
reflects the fundamental reality that infections
unfold across scales: molecular interactions
determine whether infection establishes, cellular
dynamics determine whether it progresses, and
host factors determine clinical outcome. No single
scale captures the full HPI complexity. The 89%
AUROC for COVID-19 severe outcome prediction --
clinically actionable accuracy -- combines insights
from the molecular scale (viral interactions with
ACE?2, furin, TMPRSS2), cellular scale (cytokine
storm dynamics, lung epithelial damage), and host
scale (comorbidities, HLA type, immune history).
The practical implication for pandemic
preparedness is significant: as a novel pathogen
emerges, rapid integration of available data
(sequence, early structure predictions, initial
epidemiological patterns) enables outcome risk
stratification within weeks rather than the months
required for traditional clinical score development.
The Bayesian hierarchical framework quantifies
uncertainty appropriately, distinguishing confident
predictions (actionable) from uncertain ones
(requiring more data).

5.2 Structure Prediction Transforms PPI
Accuracy

Structure-based docking's highest interaction
accuracy (0.96) demonstrates the transformative
impact of AlphaFold-Multimer on host-pathogen
protein interaction prediction. Pre-AlphaFold,
experimental structure determination was the
bottleneck for mechanistic HPI studies -- requiring
crystallography or cryo-EM for each complex of
interest. AlphaFold-Multimer's 42% success rate
for acceptable-quality complexes (DockQ > 0.23)
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and high
pathogens
democratises

accuracy for well-characterised
(RMSD 2.1 A for spike-ACE2)

structural HPI studies. The
advantages extend beyond structure
determination: predicted complexes enable
mutational effect analysis (which viral mutations
might escape host binding?), rational inhibitor
design (where to place small molecules or
antibody epitopes?), and evolutionary analysis
(which interfaces are under positive selection?).
The limitation is the data-dependence of AlphaFold
quality: pathogens with sparse structural training
data (novel viruses, parasites) remain challenging.
Rossi (2024) evaluated phylogenetic approaches
useful for placing newly emerged pathogens in
structural context.

5.3 Limitations and Open Challenges

Three limitations constrain current HPI prediction.
First, negative data scarcity: positive interactions
are catalogued in databases, but reliably
confirmed non-interactions are rare, complicating
the training of discriminative models. Random pair
sampling introduces false negatives (unreported
interactions), biasing models. Second, pathogen
phase specificity: pathogen-host interactions vary
across infection phases (attachment, entry,
replication, immune evasion, shedding), but
models typically treat interactions as static.
Time-resolved HPI modelling is an open frontier.
Third, host variability: individual differences in
HLA, microbiome, prior exposures, and genetics
create 10-100x variation in infection outcomes for
the same pathogen, requiring personalised HPI
models that current approaches only partially
capture. Better representation of host
heterogeneity -- perhaps through population-scale
multi-omics foundation models -- would improve
individual prediction accuracy.

6. Conclusion

6.1 Key Findings

Integrated multi-scale HPI models achieve the
highest Host-Pathogen Interaction Score (0.926)
by combining molecular predictions (PPI,
structure), cellular dynamics (agent-based
models), and host clinical features through
Bayesian hierarchical integration -- achieving
AUROC 0.89 for COVID-19 severe outcome
prediction. Structure-based docking (0.904)
achieves the highest interaction accuracy (0.96)
through AlphaFold-Multimer complex prediction,
with spike-ACE2 RMSD 2.1 A against experimental
structures. Network-based interactome (0.896)
and sequence-based PPI  (0.876) provide

complementary  broad pathogen coverage.
Combined pipelines (H2 structure + H4 host
immune + H5 integration) achieve HPIS 0.94,
enabling pandemic preparedness applications
from molecular mechanism to clinical outcome.

6.2 Future Directions

Three advances would transform host-pathogen
interaction modelling. First, pathogen-host
foundation models pre-trained across all
sequenced pathogens and human variation,
providing universal HPI representations that
enable zero-shot prediction for newly emerged
pathogens. Second, temporal HPI models that
capture interaction dynamics across infection
phases (attachment, entry, replication, immune
evasion), enabling prediction of therapeutic
window for each intervention type. Third,
population-scale HPI integration combining host
genomics (UK Biobank, All of Us), immune

repertoires (TCR/BCR-seq), and longitudinal
infection outcomes to enable personalised
infection risk assessment and therapeutic

matching. The HPIPF toolkit, all model
implementations, benchmark datasets, HPIS
calculator, and approach selection guide are
available at hpipf-infection.org under CC BY 4.0
licence.
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Appendix A

Model Specifications and HPIS
Calculation Methodology

This appendix provides complete specifications for
each computational approach, including software
versions, model architectures, and the HPIS scoring
rubric.

Part I -- Model Specifications

la. H1: D-SCRIPT with ESM-2 embeddings
(1280-dim), 6-layer transformer cross-attention,

HPIDB training .............. 4 days training on 8x A100
1b. H2: AlphaFold-Multimer v2.3 + ClusPro
refinement, DockQ + interface analysis .............. 2 hr

per complex

2a. H3: Integrated network (BioGRID + IntAct +
HPIDB + STRING), 4-layer GCN, label propagation
.............. 12 hr training

2b. H4: XGBoost (1000 trees) + transformer (8 layers,
256-dim), UK Biobank + COVID-19 Host Genetics
.............. 24 hr training

3a. H5: Bayesian hierarchical integration (Stan),
molecular + cellular + clinical levels, uncertainty
propagation .............. 48 hr per cohort

3b. All: Held-out pathogens and independent
validation cohorts, 5-fold cross-validation ..............
Strict evaluation protocols

Part II -- HPIS Scoring Rubric

4a. Accuracy: AUROC for PPI prediction averaged
across 4 test pathogens .............. Higher = better
interaction prediction

4b. Antigen: F1 for approved vaccine antigen
identification .............. Precision + recall balance
5a. Target: Fraction of predicted targets with Phase
II-1II drug evidence .............. Higher = better
translation

5b. Outcome: AUROC for severe outcome prediction
in validation cohorts .............. Clinical utility measure
6a. Coverage: Performance stability across pathogen
types (1 - CV of AUROC) .............. Virus, bacteria,
fungi, parasite

6b. HPIS = 0.20*Accuracy + 0.20*Antigen +
0.20*Target + 0.20*Outcome + 0.20*Coverage
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