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Abstract

Bayesian optimisation (BO) has been used to search in structured spaces described
by a context-free grammar, such as chemical molecules. Previous work has used
a probabilistic generative model, such as a variational autoencoder, to learn a
mapping for the structured representations into a compact continuous embedding
within which BO can take advantage of local proximity and identify good search
areas. However, the resultant embedding does not fully capture the structural
proximity relations of the input space, which leads to inefficient search. In this
paper, we propose to use contrastive learning to learn an alternative embedding. We
outline how a subtree replacement strategy can generate structurally similar pairs
of samples from the input space for use in contrastive learning. We demonstrate
that the resulting embedding captures more of the structural proximity relationships
of the input space and improves BO performance when applied to a synthetic
arithmetic expression fitting task and a real-world molecule optimisation task.

1 Introduction

There is a family of valuable search problems that deal with discrete structured data, such as arithmetic
expressions, molecular structures, source code, and neural architectures. Commonly, these structured
search spaces contain both a high number of effective dimensions and a vast number of possible
candidate points. Therefore, using a sample efficient search technique such as Bayesian Optimisation
(BO) in such settings is desirable. However, most BO methods are developed for continuous, low-
dimensional space—making their application challenging. Previous work has addressed this problem
using probabilistic generative models, such as Variational Autoencoders (VAEs), to learn a mapping
(on a meta-level) from the structured input space to a low-dimensional and continuous embedding.
BO can then be performed within this space to optimise the search objective at hand. This procedure
is usually referred to as Latent Space Optimisation (LSO) and has been successfully applied in a
range of scenarios, including chemical design (1} 2} 3} 4)), neural architecture search (55 6), and the
automatic statistician (7).

However, by design, the generative nature of VAEs does not necessarily produce an optimal embed-
ding within which to perform optimisation. Indeed, generative models must explicitly model the
complete variance of the input data domain; whilst this generally leads to a smooth local structure, it
ignores the fact that a large amount of the data variance may be unimportant to the objective—and
more distant structural relationships may be helpful. One advantage of structured input spaces is that
we typically have prior knowledge of how structurally similar data points are, and so a method that
explicitly uses these distance relations, unlike a VAE, could improve the quality of the embedding for
optimisation.

Recently an alternative representation learning methodology, contrastive learning, has shown con-
siderable success in learning generalised representations of data in a self-supervised manner (8.
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Unlike a VAE, contrastive learning learns a representation of the input data by explicitly modelling
the similarity and dissimilarity between points. The learning procedure attempts to map similar data
points close together in the embedding and dissimilar data points further apart. Most successfully
applied to computer vision tasks (9;|10; 115 112), contrastive learning has now also been applied to the
audio domain (13} 14) and graph-structured data (155165 [17).

It naturally follows that an embedding learnt using contrastive learning and a notion of similarity
between structured data points may lead to an improved embedding space to conduct optimisation
within. This approach would allow for greater control over the distance relationships within the
embedding and allows domain-specific knowledge to be easily incorporated to help the subsequent
BO optimisation ignore known unimportant variance in the data. Although just an initial step, we
believe that this idea could prove helpful in many structured meta-learning applications, where the
distance relationships that are deemed important to the objective could also be learnt on a meta-level.

Following the same observation as (1)), we use the fact that such structured data can commonly be
described by the parse trees of a context-free grammar. We show that this allows for a simple subtree
replacement strategy to be used to generate similar points within the input space with which to train
an embedding via contrastive learning. By applying this approach to two tasks: arithmetic expression
fitting and SMILES chemical drug-likeness, we explore how this impacts the learnt embedding and
the following BO procedure.

The main contributions of our work are:

1. We propose to use contrastive learning to learn a low-dimensional, continuous embedding
for structured data defined by a context-free grammar and develop a subtree replacement
strategy to generate structurally similar pairs for contrastive learning.

2. We demonstrate that contrastive learning places structurally similar points closer to each
other within the embedding. Importantly, it appears to be more resilient than a VAE.

3. We empirically show the contrastive embedding outperforms a VAE in certain BO scenarios.

2 Background and Problem Statement

Structured Input Spaces

In this work we consider the case were X, the input space is described by the structure of a context-free
grammar (CFG) (18). A CFG is defined by the 4-tuple G = (V,Z,R, S), were V is a finite set of
non-terminal symbols, ¥ is a finite set of terminal symbols, R is a finite set of production rules, and S
is a distinct non-terminal start symbol. Each production rule in R describes a mapping @ — S, for
a € Vandg e (VUZ)", with * denoting the Kleene closure, taking a single non-terminal symbol to a
sequence of non-terminal and/or terminal symbols.

The application of a production rule R to a non-terminal symbol defines a tree where the symbols
of B become child nodes for the parent non-terminal of @. Given this, the complete grammar G
encompasses the set of all possible trees that can be formed beginning from the start symbol root node
S and recursively applying production rules in R to non-terminal nodes until all leaf nodes are terminal
symbols in Z. The left-to-right traversal of the leaf nodes in a tree produces a corresponding string
sequence of terminal symbols; across G the complete set of these sequences defines the language of
the grammar, which we use as the structured input space X. Conversely, every string sequence X € X
can be parsed by the rules of the grammar to a corresponding parse tree representation Xyye.

Latent Space Optimisation

Within X we wish to optimise an objective function f : X — R. The function f is typically an
expensive to evaluate black-box that has no derivative information and no analytic form. Hence, it is
desirable to conduct the optimisation procedure in a sample-efficient manner by evaluating f as few
times as possible. Instead of performing the optimisation directly in the discrete high-dimensional
space of X, latent space optimisation (LSO) proposes to instead learn a mapping g : X — Z to a
continuous low-dimensional embedding space Z within which the optimisation can be conducted.
The mapping g therefore takes the discrete data points X € X to continuous ones z € Z. To enable



optimisation, a latent objective model m : Z — R can be constructed in Z such that it approximates
the objective function f(x) = m(g(x)), Vx € X.

Previously, the mapping g has typically been chosen to be the encoder of a VAE (19;20) trained on a
sample from X. Furthermore, m is commonly chosen to be a probabilistic model such as a Gaussian
process (21) allowing for the application of BO to perform sample-efficient optimisation (22).

Contrastive Learning

We propose to learn an alternative mapping g using contrastive learning. Contrastive learning, put
simply, aims to encode similar pairs of points from the input space close together in the embedding
and dissimilar pairs of points far apart. Usually used as a self-supervised pre-training step to learn a
good representation of the data before fine-tuning on some downstream task, contrastive learning
has succeeded in various domains. Although the authors do not know of any previous application
of contrastive learning to structured space as defined by a context-free grammar, previous work has
used contrastive learning in the structured setting of graphs (15;16;17), and relevant to this work,
the graphs of chemical molecules (235 24).

Here we outline the notation of contrastive learning as given in (8) which builds upon that first
discussed in (11). A generalised contrastive learning framework consists of the following components:

1. Query, Key: The query and key refer to a pair (q, k) of either positive (similar) or negative
(dissimilar) views of an input sample x € X.

2. Similarity Distribution: A similarity distribution p*(q,k*) is a distribution over a pair of
input samples that describes the notion of similarity. A key is considered positive k* for
a query q if it is sampled from the similarity distribution and is considered negative k™ if
it is sampled from the dissimilarity distribution p~(q,Kk™). As is done in this work, it is
uncommon to sample the dissimilarity distribution explicitly, and instead, dissimilarity is
defined by any key-query pair not explicitly sampled from the similarity distribution.

3. Encoder: A neural network (of any architecture) that maps both views (q, k) of x to an
embedding vector z € Z. In the context of this work, once trained, the encoder acts as the
mapping g from the input space to the embedding Z for use in LSO.

4. Projection Head: A small dense neural network that maps all embeddings z € Z to a
space where the contrastive loss is applied v € V. The inclusion of the projection head
separates learning a good embedding representation that generalises well to multiple tasks
from learning an effective embedding to maximise the singular task of similarity between
points.

5. Contrastive Loss: A loss function that takes as input a set of embedded pairs in V
{(v,v"),...,(v,v7)}. By calculating a measure of similarity between the embeddings and
maximising the similarity of positive pairs, and minimising the similarity of negative pairs,
the contrastive loss can learn a representation of the inputs.

3 Contrastive Embedding of Structured Space

In this section, we describe how we learn a continuous low-dimensional embedding of the structured
input space X using contrastive learning as is schematically illustrated in Figure Firstly, we
introduce how we define the similarity distribution p*(q, k™) in the input space and how we use this
to generate positive pairs (q, k) for use during training (Section [3.1). We then detail the specifics of
how we implement contrastive learning, including the choice of the encoder, projection head, and
contrastive loss function (Section 3.2)).

3.1 Data Augmentation by Subtree Replacement

As we wish to define similarity within X based on the underlying structure imposed by the context-
free grammar, it naturally follows that structurally similar parse tree representations in X should be
considered similar. Therefore, given a sample x, by making changes to its parse tree representation
X,ree WE Can generate a similar (positive) sample. We propose to make these changes using a simple
subtree replacement strategy.
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Figure 1: Schematic illustration of contrastive learning for structured space. The structured input
space is shown on the left, whilst the learnt contrastive embedding is shown on the right. We use
the structural similarity of points in the input space (indicated by the colours) to embed similar
points close together in the embedding and dissimilar points further apart. The grey (contrastive
training) square indicates the subset of the input space used for training, with the arrows indicating
how contrastive learning “pulls’ similar points together and ‘pushes’ dissimilar points apart.

Given an input sample of data from X we first generate a subtree replacement lookup dictionary
L. For every x in the sample we generate its parse tree representation X,... and then iterate over all
subtrees, adding those not currently found to sets of subtrees in L with a key given by a combination
of their root node non-terminal symbol and their height.

Given the generated replacement dictionary L, along with a maximum subtree replacement height H,
and the maximum number of subtrees to replace N, we perform our subtree replacement strategy as
outlined in Algorithm[IT} whose underlying procedure is schematically shown in Figure[2] For an input
(anchor) sequence x subtrees up to height H are randomly selected from its parse tree representation
and replaced using a randomly chosen subtree from L with the same root symbol. This replacement
is repeated up to N times.

Algorithm 1 Positive pair generation by subtree replacement

Input: Anchor sequence x, number of replacements N, maximum subtree height H, subtree
replacement lookup dictionary L
Output: Positive sequence X

1: Parse X to tree representation Xy,

2: n « random choice from 1, ..., N

3: for1,...,ndo

4: t «— randomly select subtree in X;,., with height less than H

5 r « randomly select replacement subtree from L given t

6 Replace t with r in X,

7

. return left-to-right traversal of the leaf nodes in X, as X

Furthermore, we wrap the replacement procedure in a function to verify the output sequence. It is the
case in specific input spaces such as SMILES strings for chemical molecules (introduced in Section[d)
that not all string sequences correspond to valid data points, e.g. molecules. If an output sequence
is invalid, the replacement procedure is repeated up to 50 times until a valid output is found. If all
attempts are exhausted, the sequence is discarded.

One vital aspect of this is that, due to the branching tree structure of the input data, a greater number
of smaller subtree replacements can be made than larger ones. Thus, small changes in the parse tree
are more likely to occur than larger ones. In contrastive learning, this encourages more similar trees
to be closer in the latent space as they occur as positive pairs more often, whilst trees with more
significant differences are encouraged to be further away as they occur less often.

Unlike the common contrastive learning approach of generating two augmented versions from the
same input to use as a positive pair during training, we use each example x as one half of each positive
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Figure 2: Diagram of the subtree replacement procedure. The anchor input sequence x is converted
to its parse tree representation as defined by the context-free grammar, and a subtree is replaced to
create the positive pair. In reality, the replacement procedure illustrated in the centre of the diagram
is repeated N times before the final tree is converted back to its string sequence.

pair q and a single augmented version X as the other k. We find that this technique produces a better
performing contrastive embedding.

Furthermore, due to the computational bottleneck of parsing the sequences to their corresponding
parse tree representations, we do not generate positive pairs on the fly but instead calculate a static set
of input data by iterating over the anchor input data with the subtree replacement procedure a fixed
number of times before training.

3.2 Contrastive Learning of Embedding

We now describe how we implement the rest of the contrastive learning framework (see the supple-
mentary material for full details). As input to the encoder, we follow (1), where each input is encoded
as a series of 1-hot vectors representing the sequence of production rules R found by performing a
pre-order traversal on the branches of the corresponding parse tree going from left-to-right. Each
1-hot is an indicator vector with each dimension corresponding to a singular rule within the grammar.

For the encoder, we use the same encoder architecture as the VAE in (1). With an embedding
dimensionality of 25 and 56 for the arithmetic expression and SMILES chemical experiments
introduced in Section[d] respectively. We simply employ a small dense network for the projection
head consisting of three fully connected, 128 unit, dense layers.

For the contrastive loss we use the NT-Xent (the normalised temperature-scaled cross-entropy loss)
from SimCLR (9;|10). Crucially, instead of explicitly sampling negative examples, we treat all other
pairs of samples within each minibatch during training as negative examples. As a notion of similarity
the loss uses the cosine similarity: sim(u,v) = u'v/|[ul||[v]l. The full loss implementation for a
positive pair of examples (i,j) is then defined as

exp(sim(z;,z;)/7)
L=-1 ey
%8 T2 explsim(zi, 1))

where 7 indicates the temperature parameter and N is the size of the minibatch.

4 Experiments

In this section, we aim to show: 1) How the structure of the trained embedding for both a VAE and a
contrastive model differ, and 2) Empirically how the contrastive embedding performs compared to
one from a VAE in BO. For this purpose, we follow the two optimisation tasks used in previous work
for consistency that of arithmetic expressions fitting and SMILES chemical drug-likeness explained
below. For each, we train both a VAE using the same settings as in (1)) and a contrastive model using
the methods outlined in Section 3l



Table 1: Table showing the average cosine similarity between a test sample of positive pairs for both
the arithmetic expressions and SMILES chemicals within each models embedding.

Input Space VAE Similarity  Contrastive Similarity
Arithmetic Expressions 0.462 + 0.003 0.831 +0.003
SMILES Chemicals 0.697 + 0.004 0.952 + 0.004

Arithmetic Expression Task

Following the optimisation task previously explored in (1} [25)) we aim to optimise the fit of single
variable arithmetic expressions generated from a context-free grammar to a target expression. We
randomly generate 100,000 expressions with a parse tree height less than 7 from the grammar (see
supplementary material for full details) to use as training data, examples of which include sin(2),
x/(3+1), x+exp(2), 1/x+exp(x)*sin(2/3). For 1000 points evenly spaced between -10 and 10 in x,
we aim to find the expression with the minimum mean squared error (MSE) to the target expression
1/3*x*sin(x*x). Due to the exponential function within the grammar, in practice, we use the log(1 +
MSE) score to suppress the resulting large MSE value from some expressions. We iterate over the
100,000 anchor samples 25 times to generate the static training set for use during contrastive training,
with a maximum subtree replacement height H of 6 and the maximum number of subtrees to replace
N of 3. For the VAE model, we train on just 100,000 samples.

SMILES Chemicals Task

Following the optimisation task initially presented in (2) and again explored in (1} 25) we aim to
optimise the drug properties of molecules. The goal is to maximise the penalised water-octanol
partition coefficient (logP) of molecules, an indicator for its drug-likeness. Within this work we
instead frame the task as minimising the -logP. As training data, we randomly take 25,000 SMILES
strings from the QM9 dataset of molecules with fewer than 9 heavy atoms (26). SMILES (Simplified
Molecular-Input Line-Entry System) is a speciﬁcatimﬂ that describes the structure of molecules using
strings (27) and can be described using a context-free grammar (see supplementary material for full
details). Some example SMILES strings include CC1=CN(C)C(=0)C10 and N=C10C2NC1(0)C2.
We iterate over the 25,000 anchor samples 25 times to generate the static training set for use during
contrastive training, with a maximum subtree replacement height H of 12, and the maximum number
of subtrees to replace N of 2. For the VAE model, we train on just 25,000 samples.

4.1 Latent Space Distribution

To qualitatively compare the structure of the learnt embedding for both the VAE and the contrastive
model, we visualise how similar points are placed within the embedding space. We encode a test set
of 100,000 positive pairs of arithmetic expression examples generated in the same way as the training
data to the embedding Z for both the VAE and contrastive model. For both models, we centre and
normalise the embeddings so that they are comparable. We then visualise a thin slice through the
25 dimension space for both models and show just the first two dimensions (all other dimensions
are restricted to be close to zero), the result of which is shown in Figure E} We also indicate two
randomly selected positive pairs of examples for each model.

The contrastive embedding produces a vastly more clustered space relative to the VAE. Strongly
similar points (those with small height subtree replacements) are placed in individual isolated clusters,
whilst less similar points are placed in nearby clusters. Using the same test set and a corresponding
one for the SMILES chemicals, we also calculate the average cosine similarity between positive
pairs using both models, as in Table [T} The contrastive model displays an improved similarity
between structurally similar points. This difference is understandable given the explicit cosine
similarity requirement of the contrastive loss, but it clearly shows how contrastive learning produces
an embedding where structurally similar points are more tightly bound together than in a VAE.

Thttp://opensmiles.org/opensmiles.html
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Figure 3: A slice through the learnt embedding for both the VAE (left) and contrastive model (right)
trained on the arithmetic expression data. For each slice, two positive pairs of examples are shown.
The contrastive embedding contains dense clusters of very similar points, while the VAE produces
a more uniform space. When comparing the positive pairs, it can be seen that even for multiple
augmentations with non-trivial subtree replacements, pairs remain close in the contrastive embedding,
whilst even pairs with minor differences can be placed relatively far apart in the VAE.
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Figure 4: Top-1 score performance during BO for both the arithmetic expression fitting task and the
SMILES molecules drug likeness task using both a VAE and contrastive embedding. The contrastive
embedding is observed to perform better in both cases. The shaded regions correspond to the standard
deviation divided by the square root of the number of trials (standard error on the mean).

4.2 Bayesian Optimisation

We perform BO in the trained embeddings for both the arithmetic expressions and SMILES chemicals.
Previous work (2} [1; 25) approached the BO task by first training a sparse Gaussian process model on
a large number of data points before starting the BO procedure. We instead choose to begin with no
known initial objective scores. Furthermore, as the contrastive model does not naturally contain a
decoding element, we instead consider the task of finding the optimal sample from a set of candidates.
Although previous work with VAEs could decode candidate points back to the original space, and
therefore, was not limited to a candidate set, we don’t believe this is a limitation in practice. This is
because all possible candidate points (particularly those of interest) can be determined upfront using
the context-free grammar.

We first choose a random candidate set of 100,000 and 50,000 samples from outside the training
data for the arithmetic expressions and SMILES chemicals. We start our BO procedure by fitting a
Gaussian process to a random selection of 50 and 200 candidate points from the arithmetic expressions
and SMILES chemical candidate sets, respectively. We then perform 500 iterations of BO using the
expected improvement acquisition function computed over all candidate points at each step. Figure 4]
shows the average Top-1 score (the top scoring point at each iteration) over 20 trials of BO for each
of the tasks and each model. For both the arithmetic expression and SMILES chemical tasks, the BO
is found to perform better in the embedding space of the contrastive model.



5 Limitations and Future Work

The work presented in this paper is only a first look at how contrastive learning can be applied to
structured spaces defined by a context-free grammar. Therefore, a different formulation of similarity
or a different choice of contrastive loss not studied here could provide significant performance
improvements. This is especially the case when we have not explicitly considered the interplay
between the structural similarity of points and their actual objectives scores, which could prove
incredibly beneficial compared to the VAE approach.

Additionally, the graphical nature of the input data may be better exploited by employing a graph
neural network as the encoder. This change could also allow positive pairs to be generated on the fly
as the bottleneck of parsing sequences to trees could be removed.

6 Conclusion

We have shown that contrastive learning can be used to learn an effective embedding within which
to perform BO. We have shown that a simple subtree replacement strategy can generate positive
pairs of samples from the structured input space described by a context-free-grammar to perform the
contrastive learning. The resulting embedding is shown to embed the structural similarity of points
more accurately than a VAE, resulting in improved BO performance. We believe there is considerable
scope to apply contrastive learning in other such structured domains.
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A Additional Experimental Details

A.1 Context-free Grammars and Tasks

For the single variable arithmetic expression task, we used the same context-free grammar definition
as in (1) shown below. S and T denote non-terminal symbols, whilst all symbols in quotation marks
indicate terminals. We generated sequences using this grammar up to a maximum parse tree height
of six and 15 total productions to produce the training data. Unlike previous work (1} [25) which used
the first 100,000 expressions that are algorithmically generated using the grammar, we chose to select
the 100,000 training samples from the approximately 1.3 million possibilities randomly. The 100,000
Bayesian optimisation candidate set was also randomly selected in the same way.

S=S*+"T | S**>T | S*/°T | T
T—CS*)” | “sin(’S*)” | ‘“exp(’S*)” | *x” | “1> | <27 | *3°

The arithmetic expression objective score is given by

Objective score(x,x") = min (log( 1 + MSE(x,x") ), 7.0),

where x is the sequence to be scored and x* is the target sequence 1/3*x*sin(x*x). A maximum score
of 7.0 is used to prevent large values from affecting the Bayesian optimisation procedure.

For the SMILES chemicals task, we used the context-free grammar definition given by the openS-
MILES speciﬁcatiorﬂ and shown below. In our case, we substituted the start symbol (smiles) for S
to be consistent with the arithmetic expression grammar. Using the QM9 dataset of molecules with
fewer than nine heavy atoms (26) we encoded the SMILES sequences using a one-hot encoding up to
75 productions in size. We used the negative form of the penalised water-octanol partition coefficient
for the SMILES chemicals objective score as used in (25) and with a maximum score of 10.0 to
prevent large values from affecting the Bayesian optimisation procedure.

Zhttp://opensmiles.org/opensmiles.html
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S — chain

atom — bracket_atom | aliphatic_organic | aromatic_organic
aliphatic_organic—» *B* | *C’ | ‘N’ | ‘O’ | S’ | ‘P’ | ‘F’> | ‘I | *CI” | “‘Br’
aromatic_organic —» ‘¢’ | ‘n’ | ‘o’ | ‘s’

bracket_atom — ‘[’ BAI ‘]°

BAI — isotope symbol BAC | symbol BAC | isotope symbol | symbol
BAC — chiralBAH | BAH | chiral
BAH — hcount BACH | BACH | hcount
BACH — chargeclass | charge | class
symbol — aliphatic_organic | aromatic_organic
isotope — DIGIT | DIGITDIGIT | DIGIT DIGIT DIGIT
DIGIT — “1° | ‘27 | 3> | 4> | 5" | 6’ | 7> | 8 |
chirnll - ‘@’ | ‘@@’
hcount - “‘H’ | ‘H’DIGIT
charge » ‘-’ | ‘-’DIGIT | ‘-’DIGITDIGIT | ‘4’ | ‘+’DIGIT | ‘+’ DIGITDIGIT
bond — ‘=" | =7 | /7 | O\’
ringbond — DIGIT | bond DIGIT
branched_atom — atom | atomRB | atomBB | atom RB BB
RB — RBringbond | ringbond
BB — BB branch | branch
branch — “(’chain *)” | ‘(’ bond chain ‘)’
chain — branched_atom | chain branched_atom | chain bond branched_atom

A.2 Network Structure and training

We follow the same variational autoencoder model architecture for both the arithmetic expressions
and SMILES chemicals tasks as in (1)), updated to run using Tensorflow 2. For the contrastive
models, we take the encoder of the variational autoencoder architecture and use the mean of the latent
embedding distribution as input to the small three layer, 128 units per layer, projection head before
the contrastive loss. All models are trained with a minibatch size of 1024 (1024 pairs of examples in
the contrastive case) using the Adam optimiser (28) for 50 epochs.

A.3 Bayesian Optimisation

For our Bayesian optimisation implementation we re-implemented the codd’f] used in (25)) for our
simpler candidate set use case. The code uses the modern (and fast) GPflow Gaussian process library
built on top of Tensorflow 2.

A.4 Computing resources and run times

Generating 25 iterations of the input anchor samples took approximately 20 hours for the 100,000
arithmetic expressions and approximately 15 hours for the 25,000 SMILES QM9 chemicals, predom-
inately using a single CPU core. For both model training and Bayesian optimisation, we used a single
GPU (Nvidia GeForce RTX 2080), for which the approximate average run times are given in Table[2]
In practice, we ran multiple experiments in parallel using multiple GPUs to reduce the combined run
time. As the contrastive model does not require the training of a decoding element, the training time
is much faster than that of the corresponding variational autoencoder, which may be of significance
when applied to much larger datasets.

Shttps://github.com/cambridge-mlg/weighted-retraining
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Table 2: Average run times in hours for model training and Bayesian Optimisation for both tasks
using a single GPU.

Task VAE Training Contrastive Model Training Bayesian Optimisation
Arithmetic Expressions 1:15 0:20 4:00
SMILES Chemicals 2:15 0:40 3:30

Contrastive Embedding

VAE Embedding

First Embedding Dimension First Embedding Dimension

Figure 5: A slice through the learnt embedding for both the VAE (left) and contrastive model (right)
trained on the SMILES chemicals QM9 data. For each slice, two positive pairs of examples are
indicated, with the corresponding visualisations for these positive pairs shown in Figure[6] As in the
arithmetic expression case, the contrastive embedding contains dense clusters of very similar points,
while the VAE produces a more uniform space. When comparing the positive pairs, it can be seen
that even for small augmentations, the VAE can place positive pairs relatively far apart, whilst pairs
predominantly remain close in the contrastive embedding.

B Further Experimental Results

B.1 Latent Space Distribution for SMILES chemicals

Similarly to that conducted for the arithmetic expressions, we visualise how similar points are placed
within the embedding space of the SMILES chemicals. We encode a test set of 50,000 positive pairs
of SMILES chemicals examples generated in the same way as the training data to the embedding
space for both the VAE and contrastive model. We then visualise a thin slice through the 56 dimension
space for both models and show just the first two dimensions (all other dimensions are restricted to
be close to zero), the result of which is shown in Figure[5] We also indicate two randomly selected
positive pairs of examples for each model, which are shown as molecules in Figure 6]

B.2 Bayesian Optimisation for lower dimensional embedding

We also conducted the same Bayesian optimisation procedure using the embeddings of VAE and
contrastive models trained with a reduced dimensionality embedding space. We restricted the
embedding dimensionality to eight for both models and conducted Bayesian optimisation in the
same way as previously described. Figure[7]shows the Bayesian optimisation Top-1 results for the
arithmetic expressions and SMILES chemicals tasks using the reduced dimensionality. Again the
contrastive model embedding provides improved Bayesian optimisation performance compared to the
variational autoencoder embedding. Interestingly, both embeddings, particularly the contrastive one,
see no dramatic change in performance compared to the default dimensionality embeddings. Future
work may wish to explore how dimensionality affects latent space optimisation more rigorously.
Although not presented in this work and not comprehensively studied, we also considered how a
VAE trained on all examples used in the contrastive training procedure performed with an embedding
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Figure 6: Molecule visualisations for the positive pairs indicated in Figure 3]

SMILES Chemicals

Arithmetic Expressions
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Figure 7: Top-1 score performance during Bayesian optimisation for both the arithmetic expression
fitting task and the SMILES molecules drug likeness task using both a variation autoencoder and a
contrastive embedding for an embedding dimensionality of eight. Again the contrastive embedding is
found to provide advantageous performance. The shaded regions correspond to the standard deviation
divided by the square root of the number of trials (standard error on the mean).

dimensionality to eight. The contrastive embedding still exhibited slightly improved performance
compared to a VAE trained in this way.
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