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Abstract

Tabular medical datasets, like electronic health records (EHRs), biobanks,
and structured clinical trial data, are rich sources of information with the
potential to advance precision medicine and optimize patient care. How-
ever, real-world medical datasets have limited patient diversity and cannot
simulate hypothetical outcomes, both of which are necessary for equitable
and effective medical research. Fueled by recent advancements in machine
learning, generative models offer a promising solution to these data lim-
itations by generating enhanced synthetic data. This review highlights the
potential of conditional generative models (CGMs) to create patient-specific
synthetic data for a variety of precision medicine applications. We survey
CGM approaches that tackle two medical applications: correcting for data
representation biases and simulating digital health twins. We additionally
explore how the surveyed methods handle modeling tabular medical data
and briefly discuss evaluation criteria. Finally, we summarize the technical,
medical, and ethical challenges that must be addressed before CGMs can be
effectively and safely deployed in the medical field.
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1. INTRODUCTION

The field of precision medicine, defined as the personalization of medical treatment based on
each patient’s unique phenotype, has recently been fueled by advancements in machine learn-
ing (ML) and genomic sequencing, as well as the proliferation of tabular medical datasets (1).
In particular, tabular datasets, like electronic health records (EHRs) and structured clinical trial
data, provide a wealth of information and enable the study of how medical decisions dynami-
cally impact a patient or cohort. However, precision medicine requires diverse and simulatable
data, qualities currently lacking in real-world datasets. With respect to diversity, medical datasets
have historically under- or misrepresented certain health conditions and demographic groups
(2, 3), creating blind spots that clinicians are ill-equipped to treat. In addition, existing datasets
only capture observed patient outcomes, whereas the ability to simulate unobserved trajecto-
ries could enhance treatment optimization and prevent adverse outcomes by forecasting future
states.

The ideal solution to overcome existing limitations in medical datasets is to gather data cover-
ing every treatment, phenotype, and patient cohort necessary for creating personalized treatment
plans. However, such data collection is currently infeasible, requiring a level of randomization,
organization, financial cost, and social harmony [e.g., facilitating trust with marginalized groups
(4)] that the healthcare sector is currently incapable of. Until all-encompassing data collection
becomes a reality, it would benefit medical research to augment real-world tabular datasets with
equitable patient representation and the capacity to simulate patient trajectories.

One promising solution to flawed data is the application of generative models for synthetic tab-
ular data. Broadly, generative models use statistical methods like ML to learn the data distribution
and sample new data points. Recently, generative ML methods like generative adversarial networks
(GAN:Ss) (5) and denoising diffusion probabilistic models (DDPMs) (6) have proven effective in
generating high-quality synthetic medical image (7, 8) and EHR data (9).!

However, standard generative models are limited to learning, and thus sampling from, the
full data distribution. In this review, we highlight the potential of conditional generative mod-
els (CGMs), whereby an ML model learns the conditional probability distribution of the data
conditioned on user-specified patient characteristics. Because they enable the sampling of patient-
specific data, CGMs are a promising technology for precision medicine that can generate patient
trajectories, optimize treatment by simulating intervention effect, and ensure fair representation
of marginalized cohorts.

This review surveys the recent development of CGMs for tabular data from the lens of medical
applications. We structure the review as follows:

m In Section 2, we cover important definitions, discuss the state of the field of generative
models, and outline existing applications to the medical domain.

m In Section 3, we define the review’s scope and inclusion/exclusion criteria, which identified
43 relevant works.

m In Section 4, we highlight and discuss two promising applications of CGMs to medicine:
(#) correcting for biases in real datasets and (b) simulating hypothetical patient-specific out-
comes. We also review how these approaches tackle the technical challenges in modeling
tabular medical data and conclude by briefly discussing CGM evaluation.

m In Section 5, we summarize the technical, medical, and ethical challenges that necessitate
further exploration.

Henceforth, we use the term EHR to refer to the tabular portion of health record data.
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2. BACKGROUND
2.1. Key Definitions

We next outline the problem formulation, provide two key definitions of CGMs, and define data
bias.

2.1.1. Problem formulation. Tabular data are defined as mixed-type data containing binary,
categorical, integer-valued, and continuous variables. Tabular medical data can be either longi-
tudinal® (where every timestep is a single interaction the patient has with the healthcare system,
henceforth referred to as a visit) or static (representing a patient at a fixed point in time).

For a patient / and timestamp 7, we represent their visit information v as an observed col-

lection of K continuous and categorical random variables v = (@

NI x%} We allow for a

continuous variable to be either observed [xflj € R] or unobserved [xﬁ’j = ¢J]. Similarly, any cat-
egorical variable with cardinality M can be either observed [x)f'; € {c1,62,...cy}] or unobserved

[xf’; = ]. We define a data point s as a patient’s full health history, represented as a collection
of T visits s = {v,(f), e vf’T) } over timestamps 71, . .. t7. This representation reduces to static data
if there is only one timestamp (7" = 1). We define a regularly sampled time series as one where
timestamps are discrete and evenly spaced (e.g., t; = i) and an irregularly sampled time series as
one where the timestamps are continuous (t; € R,#; < #;11).

Given a dataset of N patient trajectories D = {s), 5@, ... s™} a generative model ¢, learns the
joint distribution over all K variables and 7T timestamps: ¢4(U]_; Ui, 21,4) = g4(U]_ v1)).

Furthermore, we can define ¢ as the features to condition that are a subset of the K - T patient
variables: ¢ C (U].T:1 Uk, %:;4)- Let the function fbe a simple postprocessing equation designed to
create the final patient trajectory after sampling from the conditional model. We then provide the
following definition.

Definition 1. We define a conditional generative model (CGM) ¢, as a model that, given
features ¢, learns the conditional data distribution for the remaining variables U].Tzlv,j —c
(where — denotes the set difference to exclude regenerating ¢). A synthetic patient s can
then be sampled from s ~ f(gy (U};lvzj — cle)).

Explicitly,

1. For static data, ¢ is a subset of k¥ « K variables and a CGM will generate the remaining
K — k variables v ~ ¢4(UX_ x; — c|c). Then the postprocessing function f will concatenate
the sample v with ¢ to get the synthetic patient data point s = (v, ¢).

2. For regular time series, define optional fixed patient attributes as the set of variables «.
To generate the next visit v, at timestep ¢, the CGM conditions on both fixed patient
attributes # and all K variables over the # — 1 prior visits: ¢ = ((U;.;l1 v;), #). The next visit
can be sampled from v, ~ go(v;|c) = qg(v,|(U;;11 v;),u). If this generation is autoregres-
sively repeated for some » more timesteps, then f can concatenate these 7 visit samples
either with all of the patient’s real history to get the semisynthetic patient trajectory
§=1(6, Vsy- - Vpn) = (@, V1, ... Vyy. .. Vpyyy) OF with only # to get the fully synthetic trajectory
s= (U, Vsy. .. Vsyn)-

3. For irregular time series, timesteps are no longer discrete and thus must be explicitly rep-
resented as a continuous variable. To generate the 7th visit, the CGM is conditioned on
fixed patient attributes #, all variables from prior visits, and all past timestamp variables:

2We use the terms longitudinal and time series interchangeably.
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c= ((Uj.;ll Usjs t;),u). The nextvisit and its timestamp can be sampled from v,, ~ o (v, tilc) =
g0 (vy;, t,-l(U’j;l1 Uijs t;), u). A synthetic patient trajectory s can be sampled similarly to the case
of regular time series.

Finally, to avoid the reduction of a CGM to a discriminative model like a classifier, we reiterate
the focus on data generation and add the additional, albeit subjective, definition.

Definition 2. A CGM should be capable of sampling a fully synthetic dataset of similar
dimension (e.g., roughly K variables per timestep) and utility as the real data.?

For example, a model limited to next-step time-series forecasting for a single variable is a dis-
criminative predictor and not a CGM. However, an autoregressive model validated on multistep
forecasting for all K variables would be considered a CGM. We note that this distinction between
discriminative methods and CGMs is imprecise and could be open to interpretation.

2.1.2. Data bias. We represent the real (potentially flawed) data distribution as p, an external
ideal distribution as p*, the learned CGM as ¢4, marginalized group membership as the variable
A = a, and the rest of the data (all variables excluding 4) as X.

Underrepresentation bias occurs when the real data’s marginal distribution p(#) does not match
the ideal p*(a). We say ¢, corrects for underrepresentation bias if it matches the ideal marginal
distribution: ¢4(2) = p*(a). Note that any CGM that conditions on A4 [e.g., ¢o(X|#)] can oversample
A = a such that the resulting data match the marginal p*(a).

Misrepresentation bias is due to a misalignment in the conditional distribution of X condi-
tioned on A = 45 i.e., p(X|a) # p*(X]a). Unlike with underrepresentation bias, where the real
data conditional distribution is often replicated, i.e., ¢y(X|2) = p(X|a), a CGM ¢, that corrects
for misrepresentation bias must learn a different conditional distribution from the real data; i.e.,

70(Xla) # p(X|a).

2.2. The State of the Field: Generative Methods for Tabular Data

Generative models, defined as methods that learn and sample from the full data distribution,
have been applied to synthesize realistic datasets across many data modalities. In the last decade
(2014-2024), generative models have excelled in the imaging and language fields, leading to the
development and proliferation of architectures like variational autoencoders (VAEs) (11), GANs
(5), and, more recently, DDPMs (6) and transformers (12). Unfortunately, methods specifically
designed for synthesizing tabular data are lacking, and most have resorted to adapting image- or
language-specific architectures.

In this section, we first outline existing generative methods (section 2.2.1) and then overview
applications toward tabular data (section 2.2.2) and privacy preservation (section 2.2.3).

2.2.1. Overview of generative models. We outline the technical fundamentals of four key
generative methods for the unfamiliar reader: GANs, DDPMs, recurrent neural networks
(RNNs5)(17), and transformers. Two additional generative methods used in our surveyed works,
VAEs and Bayes nets, are described in the Supplemental Appendix.

2.2.1.1. Generative adversarial networks. One of the original models for deep generative mod-
eling, GANs (5) are optimized via adversarial learning whereby a generative model G learns a

3This definition is very similar to the one provided by van Bruegel & van der Schaar (10, p. 2): “a stochastic
mathematical model that outputs data and is fitted on real data with the purpose of describing and mimicking
(some part of) the real data’s distribution.”
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distribution that approximates the real data distribution pye,), as evaluated by learning the discrim-
inator D. The generative model G(z) is a stochastic function of a random latent vector z, typically
sampled from the normal distribution; i.e., z ~ pz = N(0, I). The loss function is the minimax
objective capturing these incentives: ming maxp E,,  [log D(x)] 4 E.,, [log(1 — D(G(2)))].

The advantages and challenges of using GANs largely arise from the absence of explicitly
estimating the data distribution likelihood. To address these shortcomings, References 13 and 14
reformulate the adversarial objective to increase training stability. Another variant, conditional
GAN (15), incorporates a class label as input into the generator and discriminator.

2.2.1.2. Denoising diffusion probabilistic models. DDPM:s (also known as score-based gener-
ative models) were first introduced by Sohl-Dickstein et al. (16) and popularized by Ho et al. (6)
as a powerful method for image generation. Intuitively, DDPMs learn to denoise a noisy pertur-
bation of the original input. The noise perturbation and the denoising estimation are represented
by traveling forward and backward, respectively, in a Markov chain of length 7. In the forward
diffusion process, the continuous-valued input xq (e.g., an image) is perturbed over 7T steps using a
known transition equation ¢(x;|x;_1) that adds Gaussian noise. The final sample is assumed to have
a unit normal prior: vy ~ p(xr) = N(O, I). In the reverse diffusion process, a model py is trained to
denoise the sample by estimating the posterior py(x;_; |x,), which is parameterized as a Gaussian
distribution. Under this framework, DDPMs can be learned by optimizing the variational bound
on the negative log-likelihood:

B[~ log po(x)] < E, [— log M] _E, [— log plar) — " log pe(’“)}

q(x1.7120) = q@alx)

where the right-hand side of the inequality can be minimized with respect to 6.

2.2.1.3. Recurrent neural networks. Sequence models, which include RNNs (17) and trans-
formers (12), are a family of methods that process sequential data like language and time series.
RNNS are an early form of sequential modeling that iteratively learn and propagate a representa-
tion of past sequence information to generate future sequence output. Several variations, including
long short-term memory (18), gated recurrent unit (19), and variational (20) RNNs, have since
been developed to address shortcomings of the original RNN method.

2.2.1.4. Transformers. In 2017, transformers (12) emerged as a state-of-the-art alternative to
RNN s for sequential modeling. Unlike RNNs, which iteratively update a hidden state represen-
tation, transformers apply a parallelizable mechanism called self-attention that computes each
item’s representation based on its relevance to other items in the sequence. Outputs can then
be generated by passing these representations through linear layers followed by a decoder (see
Reference 21 for a detailed walk-through of transformers). Transformers posses two key advan-
tages over RNNG. First, transformers are efficient to train because representations are calculated
in parallel for each item in the sequence. Second, transformers are better able to capture long-term
dependencies in the sequence without signal degradation. Despite these advantages, transformers
remain computationally intensive with inference time quadratic to sequence length.

2.2.2. Tabular generation. Classic statistical models generated synthetic tabular datasets long
before the popularization of neural-network-based approaches. Mixture models (22, 23), sequen-
tial decision trees (24), copulas (25), and Bayes nets (26, 27) can be good estimators of simple
low-dimensional datasets. Other nonneural-network generative methods include imputation tech-
niques (28, 29) and variations of synthetic minority over-sampling technique (SMOTE) (30), a
simple yet effective baseline that generates synthetic points by linearly interpolating real data
points. First-generation neural-network-based tabular generative methods like GANs focused on
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how to jointly model continuous and categorical variables. Instead of learning the feature space
directly, a few early works transformed both variable types into a shared latent space and then
learned a GAN over the latent space (31-33).

2.2.3. Privacy-preserving generative methods. To date, a significant motivation to develop
generative tabular methods has been to synthesize privacy-preserving sensitive information such
as financial, health, or survey data (see Section 2.3.1 for further discussion of data privacy in the
medical field). Although quantifying the privacy of an algorithm (or dataset) is challenging and
fraught with legal uncertainties (34, 35), several works have proposed generative methods that
ensure privacy using theoretical or empirical measures. For example, differential privacy (DP)
(36), the most common theoretical metric, bounds the influence each individual data point has on
an algorithm’s output, thereby limiting the risk of reidentification. References 37-40 all propose
DP-guaranteed generative methods for synthetic tabular data.

Federated learning (41, 42) addresses another notion of privacy by ensuring that sensitive data
remain in-house during training. For instance, in the realistic scenario where several clients (e.g.,
hospitals) each hold exclusive access to sensitive health data, federated learning aggregates each
client’s model updates to train a single generative method. References 43—45 develop GANS that
use federated learning to securely aggregate updates over multiple sensitive tabular datasets.

2.3. The State of the Field: Medical Applications

The primary motivation of synthetic medical data thus far has been to preserve patient privacy,
which we summarize in Section 2.3.1. However, the potential of generative models to improve
medical data has not been fully explored (10, 46), and in Section 2.3.2 we highlight emerging
applications toward data debiasing and synthesizing digital twins.

2.3.1. Private and reproducible medical research. Due to the highly sensitive nature of
healthcare data and stringent regulations like the Health Insurance Portability and Accountabil-
ity Act (HIPAA), many sources of valuable medical information are inaccessible. Synthetic and
deidentified data would thus democratize access to medical data and enable applications such as
secondary analyses of clinical trial data (47), regulating medical devices (48), investigating ur-
gent pandemics like COVID-19 (49), testing medical software (50), training medical students on
realistic patient data (51), and many others as highlighted in References 52-55.

The availability of synthetic data also encourages research reproducibility and fosters collab-
oration (56), as evidenced by the proliferation of publicly available software tools and synthetic
datasets. For instance, two popular software tools, MDClone and Synthea (57), have been used to
synthesize datasets in several medical research studies (58).

2.3.2. Debiasing medical datasets. Real-world medical datasets often misrepresent histori-
cally marginalized populations and lack adequate sample size for rare health conditions. These
biases disproportionately harm certain populations, which can lead to incorrect conclusions about
treatment efficacy or the censorship of entire groups (2, 59, 60). For example, the exclusion of
pregnant women, children, and marginalized racial groups from clinical trials has resulted in ad-
verse or ineffective drug responses (3, 61, 62) such as the reduced efficacy of warfarin for Black
and Hispanic patients (63). The need for equitable and representative data has prompted US
Food and Drug Administration initiatives to recruit diverse clinical trial cohorts (64) and the
creation of the All of Us biobank. Nevertheless, biased medical data continue to be a pervasive
issue.

One promising application of generative models is to correct for these harmful biases. Al-
though there are many forms of data bias (65), most works have focused on underrepresentation
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bias (defined in Section 2.1.2) by augmenting imbalanced medical labels with synthetic data
generated from CGMs (66-69). While these approaches often replicate the real data distribution,
a few works have sought to improve the real data by removing other forms of data bias. Gen-
erative approaches for active data debiasing include weighted sampling during training (70-72),
transforming the sampling distribution post hoc (73), intervening on a causal model of the data
(74, 75), and enforcing algorithmic fairness (76, 77). Applying these debiasing approaches to
generate more representative data is one step toward ensuring that medical research serves those
who have been historically neglected.

2.3.3. Simulating the unobserved: digital health twins. Another emerging and compelling
medical application of CGMs is digital health twins, which virtually simulate a patient’s physio-
logical state, including their response to hypothetical interventions. Indeed, several recent works
have highlighted the promise of generative methods, specifically CGMs, to simulate digital health
twins by conditioning on patient-specific attributes (46, 78-81).

By dynamically integrating multimodal data sources, digital health twins have the potential to
advance precision medicine and drug development (82, 83). For instance, randomized controlled
trials, the gold standard for validating treatment efficacy in drug development, are expensive and
can raise difficult ethical questions (84). On the other hand, CGMs offer the affordable and po-
tentially more ethical option of simulating virtual patient cohorts for in silico trials (46, 79, 83, 85).
CGM-simulated digital health twins could also help predict disease progression or forecast patient
trajectories (78, 79, 86, 87). Finally, generated counterfactual patient data (88, 89) (as defined in
Section 4.1.2.3) can model the effect of a hypothetical intervention, thereby aiding in treatment
optimization and analyzing the effect of attributes like race on a patient’s quality of care (79,
85, 87).

2.4. Related Works

In Table 1, we list 16 related review papers that address generative methods for tabular data and
assess the following criteria: (#) Was the review focused on the medical domain? (b)) Did the review
highlight the difficulties specific to modeling tabular data? (c) Were methods for tabular time-
series generation included? (d) Were modern, state-of-the-art ML methods beyond autoencoders
and GAN s covered? and (¢) Did the review cover applications outside of privacy preservation, such
as data enhancement?

We note a few trends from the reviews. As expressed in Reference 53, there are few meth-
ods for generating longitudinal medical data, despite the data type’s ubiquity. Furthermore, the
vast majority of prior reviews (all but Reference 87) do not cover modern generative methods
beyond classical statistical methods, GANSs, and autoencoders. Finally, while most of the works
highlighted privacy preservation applications, a few reviews recognized the potential of genera-
tive methods to improve data. References 10, 69, and 90 discuss generative methods that enforce
fairness and augment for underrepresented groups, and References 46, 78, and 79 highlight the po-
tential of simulating digital health twins. Most similar to our work, Reference 85 reviews medical
applications outside of privacy but limits the coverage to GANE.

In this review, we contribute the following:

1. We highlight the importance of CGMs for tackling two applications relevant to precision
medicine: debiasing datasets and simulating digital health twins.

2. We review models that generate either static or longitudinal (time-series) tabular data, and
we discuss how these methods handle the technical difficulties specific to this data modality.

3. We cover emerging generative methods, including DDPMs and transformers.
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Table 1 Related review papers

Modern
Reference Medical® Tabular® Time series® models? Improve data®
90 X X
85 X X X X
91
92 X
10
78
93
53
52
46
87
79
94
69
95 X
96

X

X | X[ X]|X

XX | X[ X|X|X]|X]|X

X | X | XX

Was the review focused on the medical domain?

Did the review highlight the difficulties specific to modeling tabular data?

“Were methods for tabular time-series generation included?

dWere modern, state-of-the-art machine learning methods beyond autoencoders and generative adversarial networks
covered?

¢Did the review cover applications outside of privacy preservation such as data enhancement?

3. SELECTION
3.1. Scope

We next define the inclusion/exclusion criteria of the surveyed methods. The three criteria for
inclusion are time, topic, and data.

1. Time: The article was published between January 2019 and May 2024.

2. Topic: The article must propose a new method that fits Definitions 1 and 2 of a CGM.

3. Data: We allow for the data to be tabular (a mix of continuous and categorical vari-
ables), completely categorical (e.g., binary medical codes), or completely continuous (e.g.,
biomarkers as a time series).

The four criteria for exclusion are model intention, language, availability, and prior knowledge.

1. Model intention: As per Definition 2, we exclude CGMs solely intended for prediction
instead of synthetic data generation.

2. Language: The article must be in English.

. Awvailability: The article must be publicly available.

AW

. Prior knowledge: As classified in Reference 53, the method must be purely data driven,
whereby only the training data are used for learning the generative model, and there is no
integration of domain knowledge or human expertise.

To incorporate a variety of potentially useful methods, we did not require an article to be
motivated by medical applications. Additionally, while peer-reviewed articles were preferred, we
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make a few exceptions and use our judgment to assess article quality. Although requiring an article
to be peer-reviewed ensures no false positives, it can certainly lead to false negatives. We note in
Table 2 which articles were not peer reviewed at the time of our search.

3.2. Search Details

We ran our search first in November 2023 and again in May 2024 using Google Scholar, PubMed,
arXiv, and Science Direct as sources. The specific search terms are listed in the Supplemental
Appendix. After screening titles and abstracts, we collected a list of approximately 100 articles
that fit the inclusion/exclusion criteria. We then read and narrowed down the list to the final
43 papers.

4. ANALYSIS

The 43 selected methods are outlined in Table 2. In Section 4.1, we discuss how these works
address two emerging applications toward precision medicine: data debiasing and digital health
twins. In Section 4.2, we review how these methods tackled the technical issues of tabular health
data. We conclude in Section 4.3 with a brief overview of how CGMs are evaluated.

4.1. CGMs Defined by Use Case

We next analyze the relevant 43 CGM methods based on their relevancy to two medical
applications: data debiasing and digital health twins.

4.1.1. Data debiasing. In this section we highlight CGM approaches that correct for
(@) underrepresentation bias and (b)) misrepresentation bias (both of which are defined in
Section 2.1.2).

4.1.1.1. Balancing group underrepresentation through data angmentation. Although any
CGM that conditions on the underrepresented group could correct for underrepresentation bias
via data augmentation, here we cover works that explicitly evaluate the effect of augmentation
on downstream prediction tasks. With respect to the underrepresented group, only two works
consider a historically marginalized group, while the rest address label imbalance (e.g., a rare
disease). HealthGen (102) demonstrates that upsampling underrepresented groups, such as those
with government insurance or who identify as Hispanic, can occasionally improve performance in
clinical prediction tasks. Another method, MTGAN (99), generates time-series data for rare dis-
eases and shows that pretraining a classifier on their synthetic data outperforms other generative
models. Reference 101, which discusses ReIDDPM, and Reference 98 both propose and evaluate
DDPM-based CGMs that upsample multiple conditional attributes. Despite the promise of
CGM-based data augmentation, performance gains are currently inconsistent, and SMOTE (30),
a simple baseline based on point interpolation, remains a strong competitor (98, 100, 101).

4.1.1.2. Correcting for misrepresentation bias in real data. Other methods address data
misrepresentation by learning a debiased version of the original data distribution, often by trans-
forming the feature distribution or enforcing algorithmic fairness. As an example of the former,
CTGAN (106) upweights the importance of underrepresented groups by sampling points dur-
ing training based on the logarithm of the group frequency, a correction akin to oversampling or
reweighting. An ablation study shows that this approach, called training-by-sampling, increases
the overall F1 score by almost 18% when compared to sampling the true group frequency. Sim-
ilarly, CTAB-GAN+ (108) applies a logarithmic transform to prioritize learning a feature’s long
tails, which often contain outlier points.
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Another approach to learning a debiased data distribution is to enforce a specific algorith-
mic fairness metric via an auxiliary loss function. For example, Bt-GAN (103) enforces statistical
parity (140) by penalizing the mutual information between protected group status and the remain-
ing generated features. FLMD (104) applies a two-stage framework that controls for unobserved
confounders using the deconfounder method (141) and then optimizes for counterfactual fairness
(142) under a hypothetically different demographic attribute. Similarly, Reference 107 proposes
a GAN-based method that generates a counterfactually fair dataset. Requiring only a preliminary
causal model of the data, Reference 107 shows the resulting synthetic dataset can train a classifier
that upholds fairness and accuracy on the original biased data.

4.1.1.3. Potential and cautionary recommendations for development. While a promising ap-
plication, data debiasing using CGMs requires determining which biases are unwanted. For
example, Bt-GAN, FLMD, and similar fairness-enforcing generative methods (76, 77) as-
sume a specific algorithmic fairness metric and prediction task to debias and are thus not
generalizable to other metrics or tasks. An additional challenge is the lack of standardized eval-
uation, exemplified by the discordance of metrics and baselines for benchmarking augmentation
efficacy.

4.1.2. Digital health twins. A second medical application of CGM:s is digital health twins.
In this section, we highlight approaches that use CGM:s for either (#) prospective generation of
patient trajectories or () counterfactual generation by simulating patient data under a hypothetical
intervention.

4.1.2.1. Prospective patient generation: methods. By conditioning on past medical history,
CGMs can forecast a patient’s health trajectory by autoregressively generating all variables over
several timesteps. We further split the identified works into those that model regular versus
irregular time-series data.

First, as defined in Section 2.1.1, regularly sampled time series contain all K variables at discrete,
evenly spaced steps. Regular time series are less common in real-world health data, and most of
the surveyed works transform irregular into regular time series by aggregating each variable over
evenly spaced time intervals.

Although most of the surveyed works (97, 102, 104, 111, 118, 121, 124) model regular time
series with RNNs (17), only three (120, 122, 126) use transformers. Because transformers were
developed to conditionally predict the next discrete variable for language generation, application
to tabular longitudinal health data requires preprocessing the data into the correct format.
PromptEHR (126) massages EHR data into visit-level units to feed into the encoder-decoder
transformer BART (143). Using a GAN framework, Clinical-GAN (122) generates longitudinal
trajectories from a transformer-based generator. However, both approaches are constrained to
discrete medical codes.

Many works further optimize synthetic time-series realism by adding an auxiliary discrimina-
tor loss, thereby forming a GAN structure. Clinical-GAN, EHR-M-GAN (118), MaskEHR (97),
and SynTEG (121) all train a discriminator to detect real from fake trajectories generated by a
sequential model, where only Clinical-GAN uses a transformer as the generator.

A more realistic form of medical data is irregularly sampled time-series data. StoCAST (115),
HALO (110), CEHR-GPT (123), and the method described in Reference 127 all model irreg-
ularly sampled data as inherently regularly sampled by utilizing sequence models like RNNs or
transformers. However, to incorporate continuous-valued timestamps of each medical observa-
tion, three of these methods (110, 115, 127) add sojourn time (the time between visits) as an
additional continuous variable to model. Alternatively, CEHR-GPT represents time between
visits by inserting the appropriate time-specific tokens.
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However, merely incorporating a continuous-valued timestamp variable may not robustly
model the distribution of irregularly sampled data, as the learned data density function is still
discretely sampled. As a potential solution, POPCORN (112), VHP (119), and RNN-ODE (125)
incorporate temporal point processes (144) to explicitly model the density of variable occurrence
over a continuous function of time. However, neither POPCORN nor VHP handles both con-
tinuous and categorical variables, and RNN-ODE only models continuous regularly sampled and
categorical irregularly sampled data.

4.1.2.2. Prospective patient genevation: potential and cautionary recommendations for develop-
ment. Approaches like those described in References 115, 123, and 126 that condition on both
patient history and immutable demographic information highlight the potential of CGMs for sim-
ulating personalized trajectories. However, applying CGMs to tabular time-series data remains
difficult. For one, only a few of the surveyed approaches (104, 115,117,118, 120, 125, 127) model
both continuous and categorical time-series data, a challenge further discussed in Section 4.2.1.
Second, although many methods optimize for generating realistic longitudinal datasets (97, 110,
114, 116-118, 121, 123, 127), often by incorporating GAN:Ss, the field of time-series modeling
prioritizes localized forecasting. This problem might be addressed by leveraging transformers,
which are adept at capturing long-term dependencies. Finally, modeling irregular time-series data
remains an unsolved problem.

4.1.2.3. Retrospective patient generation: methods. Intuitively, counterfactual refers to a hy-
pothetical scenario had the observed data been generated under different conditions, usually by
changing a single variable (145). More concretely, counterfactual generation requires first inter-
vening on this variable (which we refer to as treatment or label intervention), forcing it to assume
a specific value in the causal model, contrary to what was observed.* Robust estimation of the
counterfactual under label intervention enables treatment effect estimation, which is useful for
a broad range of medical applications. However, generating counterfactuals is challenging, as it
relies on several strong assumptions and requires a causal model of the data (145).

One method, GOGGLE (105), estimates the causal model via a message-passing algorithm
and thus could reasonably be a causally accurate counterfactual generator. However, this appli-
cation was not empirically assessed and furthermore requires learning a separate GAN for each
conditional generation task.

Sacrificing rigor for tractability, many approaches forgo the need for a causal model and ap-
proximate the process of label intervention. References 128 and 130-132 frame the intervened
label as a conditional input into a CGM. An observed data point is then transformed into the ap-
proximate counterfactual by altering only the label in the conditional input to be different than
what was observed.

Unlike static data, time-series data contain a natural notion of causality based on temporal
occurrence. Even if the true causal model is not known, CGMs approximating counterfactual
generators can condition on both patient history and the desired medical intervention to generate
future hypothetical data. SCouT (120) uses a transformer to simulate a patient’s future trajectory as
if they had hypothetically received the control treatment. Given a target patient and the desired

*As pointed out by Abroshan et al. (107) and Pearl’s three rungs of causality (145), label intervention is not
always equivalent to counterfactual generation. However, we consider this distinction out of scope for this
review and refer to them interchangeably.

Note that generating counterfactually fair data (142) is roughly the opposite of generating counterfactuals.
Briefly, counterfactual data generation captures the effect of the intervened label on the rest of the data, whereas
counterfactually fair data remove the impact of the intervened label.
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hypothetical treatment at a specific timestep, TWIN (116) searches the observed data for the
top-k patients who are most similar to the target patient but received the desired treatment. An
autoencoder then takes as input the target’s history, the top-k most similar patients, and the desired
treatment to generate the future counterfactual data for the target patient. Although promising
counterfactual approximators, both SCouT and TWIN require sufficiently diverse patient data.

4.1.2.4. Retrospective counterfactual patient generation: potential and cautionary recommen-
dations for development. Counterfactual-generating CGMs could enable personalized and
equitable medicine. For instance, the approaches discussed in References 116 and 120 are promis-
ing in silico simulators for synthetic control arms, and those in References 128 and 130-132
could help interpret how race affects a patient’s clinical outcomes. However, there is a necessary
trade-off between causal precision and efficiency. Approaches that approximate label intervention
(128, 130-132) are computationally efficient but lack causal rigor. Other challenges to counterfac-
tual CGMs include the difficulty of modeling nontrivial interventions, assumed access to a label
classifier, and potential counterfactual implausibility. For example, approximating counterfactual
generation could lead to impossible outcomes like a patient whose age decreases after a treatment.
The concept of counterfactual plausibility is considered by References 131 and 134 and could be
further addressed by constraint-based generative methods (146).

4.2. Conditional Generative Models Defined by Technical Capacity

The practical use of CGMs requires the ability handle real-world tabular medical data. Unfor-
tunately, aside from probabilistic graphical models like Bayes nets, which are computationally
feasible for only a modest number of variables, there is a dearth of generative methods that jointly
learn continuous and categorical data. Until an architecture is developed specifically for tabu-
lar data, generative methods must compromise between distribution accuracy and computational
efficiency.

Tabular medical data pose several modeling challenges, as they often involve (#) multiple
variable types, (b)) missing-not-at-random (MNAR) features, (c) high-dimensional data, (d) small
sample sizes, (¢) time-series data (as covered in Section 4.1.2), (f) imbalanced or biased distribu-
tions (as covered in Section 4.1.1), and (g) a high number of unobserved confounders. We first
highlight how the surveyed works handle issues #—d and then discuss the trade-offs of different
CGM architectures.

4.2.1. Handling mixed-type tabular data. Twenty-five of the surveyed works model both con-
tinuous and categorical data. To handle mixed-type data as model input, many works concatenate
one-hot encoded categorical data with continuous data that are either discretized into bins (115,
127) or scaled to a [0, 1] range (104, 117, 128, 129, 131, 132). While such preprocessing is simple
and enables learning a single model, merging two distinct variable types into the same feature
space sacrifices information, particularly for continuous variables. A slightly improved version of
continuous data discretion is mode-specific normalization (106, 108, 109), which models each
continuous variable as a probabilistic representation of a fitted variational Gaussian mixture.

Modeling mixed-type data using transformers, which were developed for discretized data like
language, poses another challenge. References 120, 136, and 137 discretize each continuous value
into its own token to be embedded alongside categorical variables. Alternatively, TabMT (138)
proposes an embedding method where continuous variables are first quantized via k-means and
then transformed into a numerically friendly ordered embedding.

References 100, 118, 125,130, and 135 model continuous and categorical data by separate, po-
tentally learnable, embedding functions that project each variable type into a shared latent space.
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EHR-M-GAN (118) trains separate autoencoders for categorical and continuous data and adds
an auxiliary loss to enforce latent space similarity. TabDDPM (135) and the method discussed in
Reference 98 map continuous data using Gaussian diffusion and categorical data using multino-
mial diffusion (147) to a latent space with a unit normal prior. While these approaches preserve the
underlying distributions of each variable type, they independently learn the latent information of
categorical and continuous variables even though the variables are likely not independent of each
other.

Finally, the methods discussed in References 105 and 139 both learn a probabilistic graphical
model (PGM) over the data, which naturally handles mixed-type data by explicitly learning each
variable’s conditional distribution.

4.2.2. Handling missing-not-at-random features. One challenge specific to tabular health-
care datasets is the presence of MNAR features. Most works assume unobserved features are
missing completely at random and thus can be dropped or imputed. However, several studies
have refuted this assumption by proving missingness can be informative of measured clinical
outcomes (102, 148, 149), e.g., reflecting a patient’s access to healthcare (150). Thus, han-
dling real-world medical datasets requires a generative model that learns structural patterns of
missingness.

Of the surveyed works, References 97, 102, 108, 122, 123,126, 127,136, 137, and 138 preserve
missingness in the learned distribution. Doing so is relatively straightforward for categorical vari-
ables, where missingness can be appended as a potential class for every variable. For example, the
transformer-based method GReaT (137) incorporates a missingness token into its discrete-valued
vocabulary. Missingness can also be handled by omission in the case of autoregressive CGMs that
output data without a fixed order. Clinical GAN (122), MaskEHR (97), and the method discussed
in Reference 127 output any number of the total K variables at each visit, where omitted variables
are implicitly missing.

Representing MINAR continuous features is less straightforward. HealthGen (102) explic-
itly models a missingness mask for each patient and uses a masked loss over observed data to
avoid representing missing continuous variables. CTAB-GAN+ (108), inspired by mode-specific
normalization (106), appends a binary missingness variable as a potential mode when representing
continuous variables.

4.2.3. High-dimensional data. Although real-world medical datasets like EHRs typically con-
tain a large number of features, only four of the surveyed works (104, 105, 125, 132) generate
high-dimensional tabular data (defined as K > 100). SMOOTH-GAN (132) learns 166 static
variables from the Cerner HealthFacts Database, and RNN-ODE (125) and FLMD (104)
both learn tabular time-series data from MIMIC-III with 104 and 941 variables per timestep,
respectively.

Other methods considering high-dimensional data are limited to binary variables like disease
(e.g., ICD-10) or prescription codes. For instance, transformer-based CGMs like those described
in References 97,110, and 122 encode thousands of discrete medical codes into a fixed or learnable
embedding space.

4.2.4. Small datasets. Although some medical datasets, e.g., EHRs, have a large sample size,
datasets collected from clinical trials or disease-specific cohorts are often small due to monetary
cost, patient risk, or phenotype rarity. Applying CGMs for rare disease augmentation or synthetic
control arms thus requires the ability to learn from but not overfit to small datasets.

%We consider a time-series dataset with 7T steps and M features has K = M features, not K= T - M.
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Approximately 40% of the surveyed works evaluate a dataset with <1,000 patient data points.
The transformer-based method GReaT (137) reduces overfitting by using a pretrained large lan-
guage model on a small static dataset of 8 features and 954 samples. TWIN (116) considers data
with two variables from only 77 patients. To prevent overfitting, TWIN learns a weighted aggre-
gation of a patient with their most similar data points, which feeds into a small generative model.
Finally, PGMs like GOGGLE (105) are ideal for learning small datasets, as they regularize variable
dependencies and thus require minimal parameters.

4.2.5. Generative models: pros and cons. In this section, we categorize the surveyed works
by the generative methods used and discuss each method’s pros and cons.

4.2.5.1. Generative adversarial networks. Fourteen of the surveyed works incorporate GANs
into their generative framework. GANs have the benefit of intuitive appeal, historical precedent,
and flexibility in selecting the underlying model for the discriminator and generator. Additionally,
by optimizing over an adversarial loss and thus avoiding explicit likelihood approximation, GANs
offer greater flexibility in the learned distribution and are typically much faster to sample from
compared to PGMs or DDPMs. As shown by the surveyed works, GANs are able to generate
time-series data by learning an autoregressive generator to simulate full or partial trajectories and
an auxiliary discriminator loss to ensure trajectory realism (97, 99, 118, 119, 133).

However, GANs have limitations. The absence of explicit likelihood estimation complicates
performance assessment, and the adversarial optimization hinders model convergence. Despite
attempts to stabilize performance (13, 14), GANs remain infamously difficult to train and often
suffer from mode collapse, whereby only a limited variety of outputs are generated. Furthermore,
GAN: s are constrained to only handle continuous data, as it is difficult to backpropagate gradients
from the discriminator to a generator that outputs discrete values. To apply GANSs to categori-
cal or tabular data, a few of the surveyed works pass the probabilistic generator output into the
discriminator, which now has the easy task of separating real discrete from synthetic continuous
data (131, 132). Other more robust solutions are to learn the GAN over a continuous latent space
from embedded categorical data (100, 118, 121) or to apply the Gumbel-Softmax trick (151).

4.2.5.2. Denoising diffusion probabilistic models. DDPMs are an emerging and promising
generative method used by four of the surveyed works (98, 101, 113, 135). To handle tabular data,
TabDDPM (135) and the method described in Reference 98 leverage multinomial diffusion (147).
In a follow-up work applying TabDDPM to tabular EHR data, Ceritli et al. (152) demonstrated
that DDPMs outperformed simple GAN baselines in terms of data utility and realism, although
they fall short on privacy metrics. DDPMs could also be used to model time-series data. For in-
stance, although limited to continuous variables, TimeGrad (113) trains a DDPM to predict next
timestep data conditioned on prior information. By optimizing an explicit likelihood estimation
instead of adversarial loss, DDPM:s outperform GANs in imaging in terms of sample diversity and
avoiding mode collapse (153, 154). Although a similar diversity assessment for tabular datasets is
currently lacking, DDPMs present a promising alternative to GANs that could better represent
rare diseases and marginalized groups.

One challenge, however, in applying DDPMs to the tabular domain is the assumption of
continuous-valued data when performing Gaussian diffusion, which perturbs the data by adding
and removing Gaussian noise. Although variants of categorical-valued diffusion (147, 155) exist,
categorical synthetic data have not undergone the same rigorous validation as continuous data
have in imaging. Another disadvantage of DDPMs is their computational intensity, particularly
during inference. Combined with the requirement to match the latent space dimension to the
input size [i.e., dim(xp) = dim(x;) Vi = 1,...T], which might be prohibitively large for data like
EHRs, DDPMs are among the slower methods for generating synthetic data.
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4.2.5.3. Recurrent neural networks and transformers. The vast majority of the surveyed works
modeling time-series data use RNN-based methods. StoCast (115) learns an RNN to capture
patient history and then generates next timestep data by conditioning on the RNN hidden state
and patient-specific fixed variables. Only 5 of the 20 surveyed works for time-series generation
employ transformers (110, 120, 122,123, 126).

Transformers can also be applied to generate static tabular data. REal’TabFormer (136) fixes an
arbitrary variable order and uses the decoder-only transformer GPT-2 (156) to autoregressively
generate relational and nonrelational static tabular data. TabMT (138) optimizes the bidirec-
tional encoder-only transformer BERT (157) using masked language modeling, where conditional
sampling occurs by predicting all the masked variables.

Transformer-based CGMs exhibit many advantages. First, transformers are able to model
high-dimensional data by tokenizing and aggregating inputs. Second, they are superior to RINNs
at capturing long-term variable dependencies, which is advantageous for modeling longitudinal
EHR data where past health conditions influence the current health state. Third, transformers
can easily represent MINAR features.

However, it is unclear how good transformers are at understanding and generating continuous
variables. Additionally, transformers require sufficient computational resources and dataset size
for training. When evaluating run time, Gulati & Roysdon (138) showed their transformer-based
approach took 144 times longer to train and 66 times longer for inference compared to VAE and
GAN baselines. For small medical time-series datasets like clinical trials, RNNs might be a more
appropriate model.

Recently, there has been a trend toward transformer-based foundation models, whereby a large
model is first pretrained over massive but typically closed-source datasets and then fine-tuned for
a specific application, like data generation (137). While foundation models can potentially inherit
prior medical knowledge learned during pretraining, the lack of quality and transparency in the
pretraining dataset risks introducing false information and harmful biases into the data generation
process.

4.3. Evaluation

Evaluating generative methods remains challenging. Unlike supervised models, which have a
well-defined objective, generative models are a tool whose product—synthetic data—should be
amenable to a range of analyses unlikely to be known a priori. If the intended use case of the
model is replicating the real data, an intuitive measure of success is the distance between the
real and learned joint data distributions via a likelihood function. Conversely, if the goal is data
enhancement, as with data debiasing, success is achieved by simultaneously minimizing the likeli-
hood function and achieving the enhancement objective. Unfortunately, computing likelihood is
often intractable and unlikely to be comprehensive.

The ambiguity of synthetic data hasled to a proliferation of metrics for evaluating the quality of
generative models and synthetic data. Alaa et al. (158) proposed an evaluation framework based on
fidelity, generalizability, and diversity, whereas other works suggested utility, resemblance, and pri-
vacy (93, 159). Similarly to Vallevik et al. (160), we identify five categories for evaluating synthetic
tabular data: (#) utility, (b) resemblance, (c) privacy, (d) diversity, and (¢) computational cost.

4.3.1. Evaluation categories. We refer the reader to References 25, 53, 85,92, 93, 159-163 for
more thorough discussions on synthetic data evaluation and metrics.

4.3.1.1. Utility. Utility aims to measure synthetic dataset performance for any downstream
task that the real data would be used for. In practice, evaluating utility requires training an ML
prediction model and comparing performance across real and synthetic data. One test might

www.annualreviews.org o Conditional Generative Models

37



BDO08_Art02_Liu

ARjats.cls

38

December 18, 2024 11:55

ensure an ML classifier trained on real data can generalize to synthetic data; other variations
of this train-test framework are possible and covered in References 93 and 159. If the model is
intended to resemble the real data, the optimal utility is for synthetic data to perform comparably
to real. However, if the objective is to debias or augment the real dataset, it is preferable for the
synthetic dataset to perform better.

4.3.1.2. Resemblance. Resemblance metrics evaluate how statistically similar the synthetic data
are to the real data, such as by testing univariate or multivariate distribution similarity. Like util-
ity, the value of resemblance depends on the model’s intended purpose. If the model is trying to
mitigate harmful biases, requiring comparable resemblance to real data might not be appropriate.

4.3.1.3. Privacy. Although not the focus of this review, it may be crucial to ensure the synthetic
data protect sensitive information of real individuals. Privacy metrics measure this disclosure risk
and are explored further in References 52, 53, 85, and 93.

4.3.1.4. Diversity. One category of evaluation metrics that necessitates more attention is diver-
sity, a term we use to also encompass fairness. A few works (158, 164) measure diversity in terms
of sample coverage, where it is ideal for the real data to be sufficiently covered (in feature or latent
space) by synthetic data. On a similar thread, References 10, 160, 162, 165, and 166 highlight the
importance of fairness metrics in ensuring identified marginalized groups have the same quantity
and quality in both synthetic and real data. For example, Bhanot et al. (166) proposed a log dispar-
ity score to measure marginalized group representation in both static and longitudinal healthcare
data. Other works (74, 103, 104) assume that adherence to specific algorithmic fairness metrics,
like statistical parity, indicates a successful synthetic dataset.

4.3.1.5. Computational cost. Hernandez et al. (93) and Vallevik et al. (160) identified the
importance of evaluating the computational cost and carbon footprint of generative models. Com-
putational complexity metrics—which include listing the number of model parameters, training
and inference time, and computational resources used—are helpful for both practical implemen-
tation and tracking a model’s environmental impact. For instance, transformer-based methods are
a promising approach for generating high-quality tabular data, but they require a large number of
computational resources and thus might not be optimal for routine use in low-resource settings.

4.3.2. Recommendations for development. Given the wide range of medical applications, we
recommend further investigation into developing health-specific evaluation metrics for CGMs.
For instance, a generative model intended to preserve patient privacy should have different eval-
uation criteria than one synthesizing digital health twins. In the latter scenario, the priority of
evaluation might be the detection of rare and lethal health outcomes over privacy or computa-
tional complexity. Thus, developing CGM evaluation methods in each medical setting requires a
collaborative effort among stakeholders to determine what constitutes a success.

WEe also highlight the importance of interpretable evaluation, especially for end users like clin-
icians who might have limited understanding of metric implication. Metric performance often
involves trade-offs (e.g., fairness may be inversely related to utility), complicating the ability to
claim one model is better than another. Therefore, it is crucial to be able to interpret and translate
evaluation claims into practical advice. We discuss this and other limitations below.

5. LIMITATIONS

Despite their potential, CGMs carry risks that could exacerbate existing problems for the medical
community, and itis critical to proceed with research that is cautious, thoughtful, and collaborative.
Here, we address the limitations of current CGMs, concerns for the field, and areas for further
research. We categorize these into technical, medical, and ethical limitations.
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5.1. Technical

We first highlight the need and technical limitations of current CGMs in modeling missing
features and causal effects.

5.1.1. Modeling missing-not-at-random features. Ashighlighted in Section 4.2.2, generative
models unable to represent MINAR features risk losing essential information and could further
marginalize groups typically associated with these features (102, 148-150). One recommended
area of technical development is appropriate modeling of MNAR features, an issue also explored
in References 167-169. We also recommend thorough analysis of the missingness mechanism
before assuming missing values can be imputed or removed.

5.1.2. Causally aware generative models. In many settings that require decision-making, it is
essential to guarantee or interpret causal effects. However, most CGMs only capture correlations
between variables and thus conditioning on a label do not guarantee any meaningful causal ef-
tect. Alternatively, PGMs like Bayes nets capture causal relationships, but existing methods only
approximate the causal model and are limited to a modest number of variables (105, 139). De-
veloping causally aware generative models, as recently explored by Wen et al. (170) and Rahman
etal. (171) and in the review by Komanduri et al. (89), would promote the application of synthetic
data for medical research, including clinical decision-making.

5.2. Medical

Generating synthetic patient health data requires developing targeted CGMs for medical appli-
cations. Here, we emphasize the importance of multimodal modeling and integrating domain
knowledge.

5.2.1. Multimodal integration. Although we limit our review to tabular data, we recognize that
using one data modality might capture only a partial view of a patient’s health state and potentially
lead to suboptimal phenotyping. As highlighted in other reviews (79, 87), the influence of CGMs
in medicine would be enhanced by integrating tabular data with complementary modalities, such
as free-text clinical notes (86), 3D computed tomography scans (172), or genomic information.
Developing generative models for multimodal data generation is a promising area of research,
particularly in precision medicine, as digital health twins require simulating multiple sources of
patient data.

5.2.2. Incorporating prior knowledge. Our survey focuses on data-driven methods and ex-
cludes so-called hybrid generative models that utilize domain-specific knowledge in the form of
expert feedback and medical theory (53). While data-driven CGMs have many advantages (e.g.,
they are easier to train), we recognize that integrating domain expertise and prior biological knowl-
edge could empower CGMs to fully represent the nuances of a patient’s physiology. This expertise
could be from medical ontologies (173), knowledge graphs (174), or other biological priors in the
form of constraints (134, 146, 175).

5.3. Ethical

There is currently a lack of standardized frameworks of how to ethically deploy or use syn-
thetic data. We highlight three such ethical gaps that require our attention: better regulatory
oversight, interpretable producer-user contracts, and the prioritization of diversity in generative
modeling.

5.3.1. Regulatory oversight. The current relationship between synthetic data and govern-
mental oversight is highly ambiguous, particularly in the United States (48, 78, 176, 177). Outside
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of privacy-protecting regulations like HIPAA and a few guidelines for artificial intelligence
integration (178, 179), a governmental framework regarding responsible usage of synthetic data is
lacking.

Without regulatory oversight, CGMs risk harming patients and compromising the quality of
medical research. Similarly to Giuffré & Shung (78), we emphasize the need for governmental
regulations that (#) explicitly define synthetic data, () outline the specific scenarios and extent to
which synthetic data can be used to generate evidence, and (¢) describe how to prevent harm to
individuals who contribute their data. Additionally, a regulatory body from diverse backgrounds
should be tasked to oversee and enforce these rules.

5.3.2. Interpretable producer-user contract. Currently, computational engineers release a
generative model or synthetic dataset, typically along with model evaluation metrics. From these
evaluation results, users must determine if the model or data are fit for purpose regarding their
specific application. However, as covered in Section 4.3, generative model evaluation is an open
problem plagued by a vast number of potentially conflicting metrics and a lack of standardization.
Combined with the aforementioned absence of regulatory guidelines, there is a concerning risk
of miscommunication and misuse between synthetic data producers and users. To mitigate mis-
use, we recommend that data producers document acceptable applications of their data (or model)
through an interpretable and standardized guideline document. The resulting document for a syn-
thetic dataset might resemble a mixture of Model Cards (180) and Datasheets (181), two existing
reporting standards in ML. The scope and content of these guidelines should be established by a
diverse group of industry, research, legal, and medical experts.

5.3.3. Prioritizing diversity and fairness. Generative models have historically focused on
replicating real data and privacy preservation. However, neglecting diversity and fairness in syn-
thetic data risks harming already disadvantaged populations and misrepresenting rare disease
cohorts. For instance, although upsampling via data augmentation is canonically used to cor-
rect for representation bias, there is limited research on how augmentation affects diversity and
stereotypes.

We thus recommend prioritizing diversity in this field. First, we highlight the need for task-
agnostic data diversity metrics, unlike traditional algorithmic fairness metrics that target a specific
prediction task. Second, we suggest that all synthetic datasets undergo a standardized and rigorous
process evaluating the presence or introduction of harmful biases. Third, we recommend investi-
gating diversity-enhancing CGMs that remove identified harmful biases, as seen by recent efforts
like those described in References 71, 182, and 183. Although no panacea, developing generative
methods that diversify data could enhance the representation of marginalized groups and promote
equity in precision medicine.

1. Conditional generative models (CGM:s) have the potential to improve the diversity of
data representations and advance precision medicine via digital health twins.

2. Our review covers 43 works that propose CGM:s for tabular static or time-series data.

3. Although the surveyed works propose state-of-the-art methods to tackle modeling
tabular medical data, there remains opportunity for innovation such as the lack of
tabular-specific machine learning architectures.
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. Evaluating the quality of synthetic data and generative models is still being actively ex-

plored. We highlight five evaluation axes: utility, resemblance, privacy, diversity, and
computational cost.

. Conditional generative models (CGMs) for tabular data face technical challenges

in modeling complex missingness patterns and interpreting causal mechanisms of
generation.

. Applications of CGMs to medicine would greatly benefit from integrating multimodal

data sources and prior biological knowledge.

. We highlight the need for three developments before CGMs can be ethically adopted:

well-defined regulatory oversight, interpretable contracts between producers and users
of synthetic data, and prioritizing diversity and fairness assessments.
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