Supplemental Information

Methods

series2signal algorithm
series2signal consists of 5 modules:

1. Data pre-processing and automatic sleep-wake annotation
2. Model training and data augmentation
3. Model error analysis

4. Model interpretability using gradient-based feature attribution and a new feature association score for mixed
tabular data of continuous and categorical variables

5. Model utility in-terms of predictability from concise representations and automatic phenotyping

In order to model 1wk of actigraphy data, which consists of 2-dimensional time-series data of length L = 10, 080,
given the 60s integration of counts, we make a number of adaptations to a deep learning architecture, which allows
us to turn multi-variate time-series data from actigraphy devices worn by pregnant individuals into a single-output,
namely the model GA (Figure 1D). To accomplish this, we adapted a state-of-the-art deep learning model for time-
series classification tasks to regression, added a shortcut layer and improved upon the training algorithm with data
augmentation pertinent to time-series data with long (L > 1000) sequence length. The machine learning pipeline is
summarized in Figure 1E. From raw data, series2signal pre-processes actigraphy accelerometry and light-intensity
data, optimally selects time-series data augmentations to improve performance on the primary task, and trains a
1D-CNN-based deep learning model to output GA from 1wk of wearables device data. Post-training, a number of
inferences can be made on top of the model to provide additional insight into an individuals’ pregnancy.

We also automate a model error analysis, in which we compare readily available ground-truth GA measurements
with the prediction from the model to identify groups that we can associate with other metadata, including tabular
data from clinical records (EHR data or metadata).

To more deeply investigate at what time of day or week leads to deviations of physical activity from normal,
series2signal includes a model interpretation module, which allows us to ascribe which periods of the past week
contribute to model predictions. This, combined with similar automated sub-group discovery and a new function
for tabular association network discovery, will enable individuals to distinguish whether periods of activity during
the week or weekday or during sleep versus wake contribute to deviation using series2signal.

Given the extent of metadata often associated with each individual patient, we also demonstrate that the
machine learning pipeline of series2signal can yield clinically useful visualizations of an individual at any point
during their pregnancy relative to the training cohort and the embeddings can also be used in light-weight ML
tools to indicate various clinical indications. Based on this overall analytical pipeline and collection of sub-modules,
individual variables of interest or analyses can be selected for additional development or customization, depending
on the setting, as we provide the series2signal as a Python package.

The modules in series2signal can be used independently of one another but the model error analysis, model in-
terpretability, and model utility components require a pre-trained model. From step 1 through step 5, series2signal
produces a GA prediction’s and analyzes the utility of that predictions difference with available GA to signal devi-
ations to sleep and activity that may or may not indicate that the pregnancy is at heightened risk for prematurity.
series2signal can be lightly adapted to be compatible with any multi-variate time-series dataset and other wearables
data, although the data pre-processing model is designed to be compatible with actigraphy data.

series2signal model

Details of series2signal model architecture: To select the optimal architecture for series2signal, we performed grid
search hyperparameter optimization and selected the set of hyperparameters that achieved the lowest MAE on the
primary task (GA prediction) on a validation set. Hyperparameters included batch size, the maximum number
of epochs, learning rate scheduler type, number of epochs for patience, minimum number of epochs for training,
dimensionality of bottleneck, filter sizes for the Inception blocks, and the number of filters in each block. We
also experimented with different sizes and dimensionality of the prediction blocks. series2signal’s final architecture
consists of 9 inception blocks, a bottleneck layer with size d = 1, kernel sizes of k1 = 96, ko = 32, k3 = 4, with 32
filters, and residual connections. Additional details are provided in the model code for the series2signal method on
GitHub.


https://github.com/nealgravindra/wearables/blob/main/scripts/model.py
https://github.com/nealgravindra/wearables/blob/main/scripts/model.py

series2signal modules for knowledge discovery: model interpretability

Error analysis

The details of the series2signal modules for this cohort and broader algorithmic details, which are relevant to
other applications of wearables analysis, are provided here. To investigate this cohort, we used series2signal’s error
analysis module to first identify error trends. The best performing model (top-1 or best series2signal), as evaluated
on the held out test set, was saved and its model parameters stored. Then, in comparison to the actual GA, we
used the error (model minus actual GA) to identify error groups. Error groups were selected by picking k£ = 3 and
maximizing balance between the two primary error modes closes to the mean absolute error performance on the
test set for the best model, yielding an over/under threshold of 10wks to delineate between error-free and higher- or
lower-than-actual error groups. Once we had identified these error groups and thresholds, we were able to compare
the label with model output by querying the model for each sample in the cohort, assigning each measurement-GA
pair to one of three error groups. Once we had these groups, we compared this variable across the cohort with all
available metadata, which included medical histories, clinically collected information, and surveys around activity,
stress, social determinants of health, and depression. We designed a custom tabular correlation network function
to provide an association score between mixed categorical and continuous variables in tabular data. To come up
with an association score that represents the strength of correlation, we first considered the variable type. For two
ordinal variables, we used the absolute value of the Goodman-Kruskal 7, which tests for a monotonic relationship
using concordant and discordant pairs. To score the magnitude of association between two continuous variables,
we use the absolute value of Spearman’s p. To score the association between continuous and categorical variables,
we apply the synthetic minority over-sampling technique [1] to create balanced classes (multi-class in the case
that there are multiple values for a categorical variable, via one-hot-encoding). Then, we use elastic net logistic
regression with k& = 5 fold cross-validation, split on patients, and estimate the macro-average AU-ROC between
classes to get an association score. By pairwise comparison between values in the metadata, we are able to construct
a correlation network based on the cohort, where the edge weight in the adjacency matrix is given this association
score. For each metadata variable, we can then use y? and Mann-Whitney U tests to compare the categorical
or continuous variables’ differences across error groups to create a graph where the node size is proportional to
the variables’ difference across error groups. We can also create a graph where the node size is equivalent to the
predictability with a lightweight, &k = 5 kNN regressor or classifier based on activity counts alone to indicate the
predictability of that particular metadata variable. To validate any identified differences in error group with respect
to a clinically relevant variable, e.g., whether the pregnancy resulted in a preterm birth, we performed permutation
testing, using the chi statistic, which allows us to compare the expected value in cross-tabulated data, namely,
what the values of each variable would be in each of the error groups if there were no association between error
group and a particular variable [2]. For categorical to continuous variables, we relied on a log, fold-change between
error groups as a metric. For sampling, we sampled only from the test set, and created a null distribution by
randomizing the error group label. After n = 1000 iterations, we constructed observed and null distributions of the
metric for a particular variable, and compared, by independent t-test, these distributions to validate or invalidate
our finding in the training set. Correcting p-values for multiple comparisons then allowed us to identify significant
differences in clinically important variables between error groups.

series2signal model interpretation

To address why series2signal models provide their indication of the point of progression in a particular pregnancy
based on actigraphy data, we rely on gradient-based feature attribution methods. In particular, we use a variant
of integrated gradients, which creates linear interpolations of an input, relative to a baseline of 0 log-pseudocount
activity and calculates the gradients for each interpolant, to measure the relationship between changes to a feature
(log-pseudocount activity at a particular time) and changes in the model’s predictions, such that higher attribution
values are given to features whose variation affects model output, scaled to the input [3, |4]. To smooth this
variance output per feature and input sample, we average gradients and add noise to n = 10 inputs [5]. We adapt
the PathExplain implementation of feature attribution for our series2signal model, which allows us to, for each
input activity trace, compute a feature importance score (absolute value of feature attribution) per point in time
(Figure 2A). With these feature importance scores, we can use the actigraphy’s time-indexing to create feature
groups by time-of-day or time-of-week. We can also use the automatic sleep annotation to group features. Via
sampling from these periods per patient measurement, we can apply the association scoring used in our custom
tabular correlation network, described above. This allowed us to associate feature importance and model error
with metadata variables and time-of-day and -week to explain why deviations to sleep and activity lead to useful
predictions, when compared to the actual GA.

series2signal semantic clustering for phenotyping and predictability of non-linear series2signal
embeddings



From the series2signal top-1 model, we extracted the hidden representations for all samples (by inference and
querying the best model per sample) by outputting the GA in addition to the trained model’s learned and compact
representation of the actigraphy input, prior to the non-linear prediction blocks. These represent the model’s learned
representation of the actigraphy data. To determine whether these representations were semantically meaningful
and useful, we performed time-series clustering based on these embeddings and identified and annotated clusters
by a novel statistical hypothesis testing procedure. To compare this time-series phenotyping, we also developed
a pipeline for unsupervised clustering of time-series by computing pairwise distances between time-series samples
using dynamic time warping, as implemented with fastdtw [6]. We computed the pairwise distance between
actigraphy samples based on the model embeddings using a high-dimensional distance metric, the Manhattan
block distance. With each of these two pairwise relationships, we applied an affine transform (Gaussian radial basis
function kernel) to create a weighted adjacency matrix, which allowed us to perform dimensionality reduction on
the higher-dimensional representations (pre-processed actigraphy data in the unsupervised version) and perform
graph clustering based on the Leiden algorithm for community detection and optimization of modularity [7]. Once
clusters were identified in each group, we performed either Kruskal-Walis or Mann-Whitney U tests to each metadata
variable, grouping by each cluster versus the remaining, to annotate each cluster. We removed any non-significant
differences and selected the value for that cluster with the highest p-value (after correcting for multiple comparisons)
to assign an annotation for a particular cluster. We compared the learned model representations to representations
learned by a model with shuffled labels (see Supplement) to ensure the utility of supervised learning representations.
To additionally assess the utility of series2signal modeling, we also, per metadata variable, compared kNN regressors
or classifiers per task (defined by metadata variables) based on input as pre-processed actigraphy data ("raw”)
against the model embeddings, which is considerably lighter weight and faster in performing these auxiliary tasks.
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Supplementary Figure 1: Cohort diagram and clinical study workflow. (A) Cohort inclusion and exclusion criteria presented
in the population, exposure, control, outcomes, treatment (PECOT) framework. IVF=in vitro fertilization. (B) Flow of wearable
device measurements and labels between clinical study and series2signal computational analysis software and machine learning system

reported in this study.
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Supplementary Figure 2: Standard analyses fail to identify elevated risk prematurity. (A) Spearman’s p correlation of standard non-
parametric acitivty- and sleep-related variables in traditional actigraphy analysis and aggregation of survey result indicating depression,
sleep-quality, and activity. Inset shows magnitude of p for indicated variables, where column and row annotations match. Box plots
show median and first and third quartiles with outliers as 1.5 times IQR. Comparison of continuous variables is by Mann-Whitney U
test. (B) Distribution of activity, sleep, stress, and depression variables in visits 1, 2, and 3, representing progression across pregnancy.
(C) Spearman’s p correlation of activity-related variables with GA.



MAE (wks) Spearman’s p P vs. randaugperepoch

randaug 8.00 (0.17)  0.35%%* (0.02) 1.89¢-01
allaug 8.31 (0.29)  0.36™** (0.04) 1.53e-02*
randaugperepoch  7.86 (0.25)  0.35%%* (0.02) -
allaugperepoch 8.16 (0.53)  0.41%** (0.03) 1.89e-01

Supplementary Table 1: Optimizing data augmentation in actigraphy2GA algorithm. Four different schemes were tested to
select from a set of time-series data augmentation during model training; either a random augmentation was selected for the whole
optimization process (randaug), all augmentations in random order (allaug), or a different itteration of each of these per epoch. All
comparisons were pairwise by MannWhitney U test without correction for multiple hypothesis testingr with the minimum-achieved
MAE, randaugperepoch.
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Supplementary Figure 3: Top-1 series2signal model error analysis identifies error groups and trends that differ in each. (A) Model
predictions versus actual GA in the test set showing number of measurement-GA pairs in each error group. (B) Kruskal-Wallis or
Mann-Whitney U multiple comparisons corrected P value versus predictability, defined us AU-PRC or Spearman’s p with annotations
for significantly different metadata variables across error groups (significance threshold, dashed line). (C) Correlation network showing
the absolute value of the association between pairs of metadata variables (magnitude defined in main text Methods). Annotation in
columns and rows match but are denoted as every other in each for readability.
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Supplementary Figure 4: Sensitivity analysis of differential PTB prevalence in error groups for births with any indication of
induction vs. not. (A) Number of patients in cohort with and without any indication of induction and the prevalence of preterm
birth in each subset. (B - D) Error analysis of series2signal model output in the no-induction indicated group. (E - G) Error analysis
of series2signal model output in the group with induction indicated for any reason. (B/E) Correlation of actual vs. predicted GA.
(C/F) Permutation test results showing odds ratio (bar-plot) of prevalence of PTB in H=higher-than-actual, L=lower-than-actual,
and low-error groups and the distribution of each trials’ OR (density plots) in observed and null distributions (color). (D/G) Model
performance in train and test splits with Mann-Whitney-U test comparing magnitude of error between PTB-/PTB+ groups. Error

bars indicate standard deviation for barplots and violinplots display distribution median and IQR.



Pregnancy outcome

Metadata predictability v. error group differentials

Pregnancy outcome

Metadata and error group associations

+1 yBlom jop ewsiew {ssuynomds ssnae «—1 ) gssens
o yBus Ul SOd o—-1 jjo1us"abe _
Pl gy _] - -t 0Lssans
AP pEsy fwin ~ogdis - | jenuue"awoour
~ e -in s o1 pssans
+ -t SpI0IBISOOOD oLy 6ums 3 - —-t uoneonpa | Bssax:
+= toBaxdousyuow oy ioBusssed £ = iy om o-4 | gssans
T uonesliduwioo” [gjeuoau W o-—younpeye @ - fpuys m ol
. S ®-{jes0) ~==-t [oyooje ° “ T issens
® | fasa e g elumommas  E|  e--dumsu 3 :
~——- uolajui UAB 3 o e ! & 8 & zssans
o1 seroqepeuopeses @ 1AB1ouady 8| -—fopnp 3 B
PO o~ jenbdoars 5[ oL oous - gssans
__d @ annoeul 8
oL ysme b1 — -
-1 eisdwepsaid -———fwu “Benyiom e @1 ssens
PO o oo | ] . PR
o--—1 symze g —~-fBupije} smm--- t 1qofpr
.... Ly eimeweid ®——foyenen +——=~~-t |jioddns “awoour @, gssans
EETEOT EETEOT EETEOT EETEOT
2333338 2333338 2333338 2333338
¥ aid oud +fzo0d e @ sy wg ~ubinquip3
T e Jeod usn @ sy ~+61 ™ sok ewise
o m|m>w.>|mssmm M”_“mrhm *-—+wy @ {9, ok ewyse
- |sieak oq °l - .
=7 Loousd enbes ~oqm oq @ - oxem ane L gquips
- Sok ewise i R [ — h
o ﬁ__w%:_;;uocug feleioe] uon - WAl m ®-- L "gquipe
@ g sofewyse  § o ve s A ® W pquips
®--1 0, sofewyse 3 +ud"uen o| -1 doajs JunosopnasdBol are & a
&g sof ewyse  § oy g0 3 | '8l @--—twwmqupe
ez sokewyse  © zod e gl 1 F PuyM Junooopnasdbo ane & .
g —sofewgse T Teel m PR w g @ --—wuy, "gquipe
—-- sseasip oyl “eud oe ! 8| e--twmizqupe
-4/ sok ewise *-proui"oq0 ®----— rsi B
AL o-——odki saue PO | JyBiurjunocopnesdBoione ® -——wwy| 6quipe
o----t sojoqelp”jeuone)sabau o——Jopow Ay, N .
- uoisuapadAy - *”mwmm.m,mm Kepyw “one @ -~ "gauipe
IIIII SYMIQ T uLayn; . - S -
...... Sdourxubme” @-——oidaijsisse . Jser U ®--——wuy "Lqupe
————— Lised oq {einpl (g Kep™y |"one @----Twu Lquipe
ELTRNOTY ELTRNTY ELTRNT ELTRNTY
g =) 2Sssss =gy
oyy s,ueuneads 10 OYd-NY
! huBewjep fewseiew ! ffwiny~Bonyiom ! Howue \"cesans
| b m._s.__ |t} ssumomdz | 1qofpred .
| [ | "hisod | losnge | "gssans
[eisdwepoaid | f Liobuessed s s ssons
| fsoioem evoneisos L6ums = | fruodansowoou \~ssans
Lyuiq-aijewaid 2 " ABrsuadis LSIY oM 3
- 5y [ * k4 -
| +fuoneondwoo jereucau El Jienbdeors | Joiua-oe g \oLssans
hisinie 4 . b
| luonoayurub 8 Lonoeul |t ooes i | “pssans
" Hqeq yiesp @ o it | fsbrup a B
w Chwmyoemds ew |“gssans
| N o 3 Chew B
toio"peay - oedis 3 fuoneonpe LTussans
{spiossysonon Hoyene .
 ysindd hesas = i |~gssans
romze”ad [ LButey Uenulis swoduy N
Hpbusl eyl “f vyounpeye Hoyooe | gssans
& o T c 3B o
6 o o
| - 1 - | - N
1sieakoq sd"oqo siALTIwg wi "equips
[ | tzoduen | B
lg sk ewuyse o SV squipe
g1 sok ewipse ur - \
_ fououxybuns _ PY OG0 | Jeal upl N wu0LquIpe
| sekewyse | fodersisse | Aep~junooopnasdboj”ane 81 sek ewyise
6 sk ewuse = ° N
| H—sokewyse | Joam o% o | st 2 wu "9quipa
tozsek ewyise ® ejejoe]_Uen e S| 3 _
o g = s : winy"pquips
| Lmopuim_pouad 3 | lejoel pe ] | Aepym junooopnasdboj ane £ .
_ g sak ewyse 3 _ sseoxa Je = _ 3 wu L equips
1~ sok ewyise 8 z00d e H WA 8 -
|- fhsed oq & il adhyseue g | des|s junodopnasdBoj ere & L Lquips
| FES»%_‘&@ Zod e | A a wi |~ gquips
by sok ewuse [hzod ~
" Hiskep enysuaw Wyduan | yemiunosopnasdboi-ane winyzquips
fsypqwwayiny Zood"uaA 6
le qid” soud Kq~ebesab e ! @ wa
feseasip sauio oo | husuiruncoopnesdsorane 617 saf ewyse
fsejeqelp euonejsabaid i leanpid: = _ _
fuoisuapadAy - epownjep ) PuUM junooopnasdboj ae W Zquips
& c T & o dIC
4 0160

Metadata variable categories and differences between error group differences and predictability. (A)
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Supplementary Figure 5
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tance scores. (A - D) Difference

between time or period of day or week, as indicated in the y-axis label using a custom association score (see Methods). Feature
attribution scores were sampled from each metadata variable group to measure association in accordance with the indexed time for

that feature.
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Association with error (model - actual GA)
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Associations of time-of-day or -week variable groups and error groups with top-1 ser

and feature importance. (A - D) Difference between time or period of day or week, as indicated in the y-axis label using a custom

Supplementary Figure 7

association score (see Methods). (E) Association of error groups with feature importance and model error (F). Feature attribution

scores were sampled from each metadata variable and error group to measure association.
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A Clustering analysis

Supplementary Figure 8: series2signal semantic clustering for phenotyping with a random model and predictability of non-linear
series2signal embeddings vs. raw input. (A) Semantic clustering for series2signal model trained on randomly shuffled GA labels and
the associated annotation per cluster. (B) Predictability of series2signal’s top-1 model learned time-series representation on a kNN
classifier or regressor with k = 5 (top) versus the log-pseudocount actigrpahy data as input to a lightweight model for the indicated

task (bottom).
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