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Abstract

We present a new technique for adaptively choosing the sequence of molecular compounds to
test in drug discovery. Beginning with a base compound, we consider the problem of searching for
a chemical derivative of this molecule that best treats a given disease. The problem of choosing
the molecules to test to maximize the expected quality of the best compound discovered may
be formulated mathematically as a ranking and selection problem, in which each molecule is an
alternative. We apply a recently developed algorithm, known as the knowledge-gradient algorithm.
This algorithm uses correlations in our Bayesian prior belief between the performance of different
alternatives (molecules) to dramatically reduce the number of molecular tests required, but has
heavy computational requirements that limit the number of alternatives that can be considered
to a few thousand. We develop computational improvements that allow the knowledge-gradient
method to consider much larger sets of alternatives, and demonstrate the method on a problem
with 87120 alternatives.

1 Introduction

Ewing’s sarcoma is a pediatric bone cancer primarily affecting adolescents. It has the least
favorable prognosis of all primary musculoskeletal tumors (Iwamoto 2007), with an overall 5-
year survival rate of 58%, and with only 18-30% of those children presenting metastatic disease at
diagnosis surviving beyond this 5 year period. Current treatment usually consists of chemotherapy
followed by surgery or radiation therapy, often causing damaging side effects. While the impact
of the disease is mitigated by its relatively rarity, with approximately 200 cases diagnosed in the
United States each year (Ries et al. 1999), this rarity limits funding for research that might lead
to better treatments more quickly.

A medical research group led by Professor Jeffrey Toretsky at the Lombardi Cancer Center

at Georgetown University has discovered a chemical compound that shows promise in treating
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Ewing’s sarcoma. If successful as a drug, this compound would improve the patients’ prognosis and
avoid many of the side effects caused by chemotherapy and radiation. This compound operates
by preventing two proteins, RNA Helicase and EWS-FLI, from binding with each other, thus
stopping the spread of the disease. The research group is now searching for variations of this
compound that could block binding with even greater efficiency. Such searches are common in
drug discovery, where medical researchers often begin with a single molecule or small group of
molecules that show some promise for treating a disease, and then test many variations of those
molecules to find one that produces the best results.

Variations on a compound are obtained by substituting atoms or groups of atoms at certain
locations (sites) on the original chemical molecule with other atoms or groups of atoms (sub-
stituents) in order to improve the performance of the molecule in treating the disease. The
number of possible variations increases exponentially in the number of sites and substituents,
and therefore the number of candidate compounds is usually extremely large. Synthesizing and
testing a compound may require several days’ work and a significant investment of lab materials,
which strictly limits the number of tests that a research team can perform. A critical problem
is therefore deciding which compounds should be tested in order to most accurately and quickly
find compounds with good disease-treating ability.

The problem of deciding which compounds to evaluate can be modeled mathematically as
a ranking and selection problem. In this problem, we have a budget of measurements that we
allocate sequentially to alternatives (molecular compounds in our case) so that, when we finish
our experiments, we have collected the information needed to maximize our ability to find the
best alternative. In deciding which compound to measure, we may use the fact that compounds
with similar structures often have similar properties. While a vast literature exists for ranking and
selection problems in which the alternatives are treated independently, the use of structure within
the set of alternatives has received much less attention. A recent ranking and selection algorithm
that uses correlated Bayesian beliefs to take advantage of structure within the set of alternatives is
the knowledge-gradient algorithm for correlated beliefs (KGCB) (Frazier et al. (2009)). However,
the standard implementation of this algorithm requires storing and manipulating a covariance
matrix whose dimension is the number of alternatives. In drug discovery, where one commonly
has tens or hundreds of thousands of alternatives, this strategy is computationally expensive at
best and often computationally infeasible.

In this paper, we represent beliefs about molecules using a linear, additive model. We take
advantage of the structure of this model to develop two computational improvements to the
knowledge-gradient algorithm that substantially streamline the procedure. When the number of
molecules considered is large, as it almost always is during drug discovery, our new procedures
improve computation time by several orders of magnitude. These improvements allow the KGCB

algorithm to be used in applied settings for which the standard implementation is simply too



slow to be useful. After introducing these new computation-saving procedures, we evaluate the
performance of the KGCB algorithm in a drug discovery application and compare its performance
to that of other policies. The dataset to which we apply the KGCB algorithm is a collection
of narcotic analgetics for which data is publicly available. As a result of these computational
improvements and the successful application of the KGCB method to this narcotic analgetics
dataset, the medical research team at Georgetown University is now in the initial stages of using
the KGCB algorithm to suggest which compounds to measure in their search for a treatment for
Ewing’s sarcoma.

Although we designed the implementations of KGCB algorithm in this paper for use in drug
discovery, they also may be applied to any problem in which beliefs can be approximated using a

linear additive model. Such problems include:

e Choosing the shortest path through a network. The length along a path is exactly or

approximately equal to the sum of the lengths along each link.

e Choosing members of a team in order to maximize performance. The performance of a team

is approximately equal to the sum of the contributions of each member.

e Choosing features to include in a product. Both the value of a product to a consumer, and
the cost to produce the product, are approximately equal to the sum of the values or costs

of the features included.

e Choosing a collection of advertisements to include on a webpage. The number of click-
throughs generated by a collection of advertisements is approximated by the number of

click-throughs that would be received by each ad viewed individually.

Note that in each of these examples, we may optionally model combination effects with a linear
model through terms specific to each combination.

Traditionally, there are two main approaches to ranking and selection: the frequentist ap-
proach, which is based entirely on observed data, and the Bayesian approach, which uses subjec-
tive a priori beliefs on the values of the compounds. We briefly review the Bayesian approach
here. For a more thorough review of both approaches, see Swisher et al. (2003) and Kim & Nelson
(2006).

Within the Bayesian approach, there are two main directions of research. The first is the
Optimal Computing Budget Allocation (OCBA) (see, e.g., Chen et al. (1996)), in which the
probability of correct selection is maximized and the posterior variance is reduced under the
assumption that sampling will not change the posterior means. The second considers so-called
Value of Information Procedures (VIP) (see, e.g., Chick & Inoue (2001)). VIP is similar to OCBA
in that it maximizes the improvement in a single stage’s allocation, but unlike OCBA, it considers
the change in posterior mean when estimating the improvement. One of the first contributions

in VIP is Gupta & Miescke (1996), which uses a one-step analysis under an independent normal



prior. Under this analysis, one chooses the measurement decision that would be optimal if only
one additional sample were allowed. The independent normal case was then further analyzed by
Frazier et al. (2008), and extended to the unknown variance case by Chick et al. (2007). Frazier
et al. (2008) uses the term ‘knowledge-gradient’ to refer to this one-step approach because the
value of a single sample is the difference in implementation value between two different quantities
of knowledge — the knowledge that one has before the sample, and the knowledge that one has
after it.

The knowledge-gradient approach of Gupta & Miescke (1996) is extended to correlated nor-
mal beliefs in Frazier et al. (2009) and its KGCB algorithm. With correlated beliefs, one may
model how structural relationships between alternatives (such as those between chemically re-
lated molecules) cause the values of alternatives to relate to one another. These relationships
allow learning about multiple alternatives from just a single measurement, often resulting in a
dramatic improvement in measurement efficiency. While an abundant literature in ranking and
selection treats beliefs that are independent across alternatives, correlated beliefs have received
much less attention in that literature, and, to our knowledge, Frazier et al. (2009) is the first to
consider them. Correlated priors have a rich history, however, within the literature on Bayesian
global optimization, where Gaussian process priors model the similarity between values of a con-
tinuous function evaluated at nearby points. Then, similarly to Bayesian ranking and selection,
these beliefs are used to decide at which points to evaluate this function, with the ultimate goal
of finding the function’s global maximum. See Sasena (2002) for a review.

Preceding any Bayesian ranking and selection algorithm for drug discovery must be a prior
belief on the values of the candidate compounds. Several such priors have been developed in
the medicinal chemistry literature, where the collection of statistical models that predict biolog-
ical activity from chemical structure are known collectively as Quantitative Structure Activity
Relationship (QSAR) models. In our case, the biological activity of interest is the compound’s
ability to treat a disease, as measured in a laboratory test. Examples of such laboratory tests
would include those that test a compound’s ability to kill diseased cells, or to inhibit a protein
interaction believed to be critical to the disease’s progression.

The first attempt to quantify relationships between biological activity and chemical structure
dates to 1868, when Crum-Brown and Fraser published the first formulation of a quantitative rela-
tionship between ‘physiological activity’ and ‘chemical structure’ (Crum-Brown & Fraser (1868)).
The modern origins of the field lie in the Free-Wilson model (Free & Wilson (1964)) and the
Hansch Analysis (Hansch & Fujita (1964)). In both methods, multiple linear regression is used to
correlate activity on a laboratory test with a collection of compound features. In the Free-Wilson
model these features are indicator variables indicating the presence or absence of substituents
at given sites, and in the Hansch Analysis these features are physiochemical properties such as

molecular weight and lipophilicity. Many of the statistical methods have been applied to provide



QSAR methods, including cluster analysis, pattern recognition, principle component analysis,
discriminant analysis, partial least squares, neural networks, and evolutionary algorithms. See
(Grover et al. (2000)) for a review.

In this paper, we consider the Free-Wilson model. The Free-Wilson model assumes that the
base molecule and each substituent contributes additively to the overall value of the compound.
This contribution is assumed to be independent of the presence or absence of other substituents.
We also consider a generalization of Free-Wilson that allows for deviations from perfect linearity.
The structure of the Free-Wilson model allows us to derive two highly efficient implementations
of the KGCB algorithm that can be used for sets of candidate compounds much larger than
can be handled by the classic algorithm. While the classic implementation manipulates a belief
on the values of the compounds, our new implementations manipulate beliefs on the underlying
contributions of the substituents at each site. Since the number of compounds is exponential
in the number of substituents per site, maintaining a belief in this way results in substantial
computational and memory savings, allowing the KGCB algorithm to be used on problems with
even hundreds of thousands of candidate compounds.

The paper is organized as follows. In section 2, we describe the ranking and selection prob-
lem considered and the models describing relationships between the structure and value of an
alternative. In Section 3 we review the classic implementation of the KGCB algorithm and in
Sections 4 and 5 we describe two computational improvements to this implementation. In Sec-
tion 6 we present the drug discovery problem and the computational and real-world performance

of the KGCB algorithm on a narcotic analgetics data set. Section 7 presents our conclusions.

2 Model

We suppose that we have M alternatives and a budget of N measurements, and we wish to
sequentially decide which alternatives to measure so that when we exhaust our budget of mea-
surements we have maximized our ability to find the best alternative. We assume that samples
from testing alternative ¢ are normally distributed with unknown mean ¢; and known variance
i, and conditionally independent of all other samples, given the unknown mean and the decision
to sample that alternative. We write ¥ to indicate the column vector (91, ...,95)". We further
assume that our belief about ¥ is distributed according to a multivariate normal prior with mean

vector p® and positive semi-definite covariance matrix 2°,

3~ N (0, 29).

L ..., 2N~! The measurement

We assume that we have a budget of N sampling decisions, 2, =
decision z™ selects an alternative to test at time n from the set {1,...,M}. The measurement

error €"T! is assumed to be normally distributed €"* ~ A(0, A;») and independent conditional



on z". Therefore, the resulting sample observation is §"t! = ¥,» + €"*!. Through experiments,
we try to learn the value of ¢, which is assumed to be fixed throughout the duration of the trials.

We define a filtration (F™))_, as the sequence of sigma-algebras generated by the samples
observed by time n and the identities of their originating alternatives. More explicitly, F™ is the
sigma-algebra generated by z°, 9%, 21, 92, ..., 2"~ 1, §". We write E,, and Var,, to indicate E[- |F"]
and Var [-|F™], the conditional expectation and variance, respectively, taken with respect to F".
Then define p™ := E,[J], and " := Cov [¢|F"]. Conditionally on F", our posterior belief on ¢
is multivariate normal with mean vector p' and covariance matrix %".

We define II to be the set of all possible policies satisfying our sequential requirement, that is,
= {(z% ...,2N¥"1) : 2" € F*}. We let 7 be a generic policy in II and we write E™ to indicate
the expectation taken when the policy is .

After exhausting the budget of N measurements, we select the alternative with the highest
posterior mean. Our goal is to choose a measurement policy maximizing expected reward, which
can be written as,

sup E™ [max uly ] .
well L

We now describe how the prior mean vector u® and covariance matrix X0 are chosen according
to the Free-Wilson model. Although we apply this work to drug discovery, where we think of
“compounds,” “sites,” and “substituents,” we describe the model in the generic language of
“alternatives,” “dimensions” and “attributes.” These generic terms facilitate the observation
that the Free-Wilson model is simply a linear model whose explanatory variables are 0 or 1. To
define them, we suppose the existence of several dimensions, and state that each attribute may
be associated with only one dimension. Each alternative is obtained through a specific choice
of which single attribute, if any, is present in each dimension. In the context of drug discovery,
an alternative is a compound, a dimension is a site, and an attribute is a substituent, where we
consider the same atom or chemical group substituted at two different sites to be two different

attributes.

2.1 The Free-Wilson Model

The Free-Wilson model (Free & Wilson (1964)) assumes that each attribute contributes additively
to the value of the alternative. Denote by a; the contribution of attribute 7, and by s* a vector of
0’s and 1’s, with a 1 for every attribute that is present in alternative x. Thus, s7 = 1 means that
the i*" attribute is present in alternative x. We denote by ¢ the value of the base alternative,
which is the alternative obtained from taking s? = 0 over every alternative . Let L(i) denote the
dimension associated with attribute 7, and let k£ denote the total number of attributes. We restrict
the s® to specify at most one attribute associated with each dimension. That is, we require of

each = that ), sf111;)=; < 1 for each dimension [. Furthermore, we allow any s meeting this



specification. The Free-Wilson model assumes that each attribute contributes additively to the

value of the alternative, which may be expressed as

Uy = Zaisf +¢.

Under this model, if we sample alternative x, having attributes given by s7, ..., si, the sample

value would be of the form
Jr = a187 + ... +apsi + ¢+,

where € ~ N (0, \,) is independent measurement noise.
We suppose that we have an independent normal prior on ¢ and a,...,a;. Under this prior,

the mean p; of our belief about the value of alternative i is

A+ siElam),

m

and the covariance Z?j between the values of alternatives ¢ and j is

E?j — COV(’i,j) = Cov <Z amsin + C, Zam/siﬁ/ + C)

= Var(¢ Z sms /Cov(Gm, am) = Var(¢) + Z Var(a,,),

m,m’ meLi;

where L;j = {l € {1,...,k}|si = 5] = 1} is the set of attributes common to alternatives 7 and j.

2.2 The General Model

We now generalize the Free-Wilson model, which assumes a perfectly additive structure, to allow
some deviation from perfect additivity. These deviations are specified by terms b,, with one such
term for each alternative xz. The resulting model is still a linear model, but with more terms.

Under this model, the value of alternative x is
= sy +bs+C

Under our prior, the terms by, ..., by are normally distributed with mean 0 and a variance o7.
Additionally, they are independent of each other as well as from the a; and ¢ terms. Under this

structure, the covariance Egj between the values of alternatives i and j is

20 = Cov(i, j) = Cov(Zams —&-C—&-bz,Zam/s +C+b>

= Var(¢ Z st.80 ,Cov(am, amr) + o3l
= Var(¢) + Z Var(a,,) + Ugl{izj}.
meLij



Thus, under this general model, the covariance matrix of the values of the alternatives under our
prior belief is obtained by taking the covariance matrix from the Free-Wilson model and adding
o? to the diagonal entries. Since E[b,] = 0 for all z, the mean u° of our belief about the values of
the alternatives is the same as it is under the Free-Wilson model.

We see a spectrum of behaviors from this model over different values of o7. When o7 = 0,
the model is identical to the Free-Wilson model in Section 2.1. When O'g is non-zero but still
significantly smaller that Var(q;), it models a situation in which the values of the alternatives
are well-approximated by an additive structure, but also understands that there may be small
deviations from it. When o7 is very large, and in particular much larger than the Var(a;) terms,
the deviation from additivity is quite large, correlations between the alternatives are very weak,
and our belief is similar to one that is independent across alternatives.

It is in this second regime, where o7 is non-zero but not too large, that this general model is
likely to be most useful. It allows exploiting the additive structure of a problem to learn quickly,
while simultaneously allowing flexibility in its understanding that the alternatives’ true values
may not obey this structure perfectly.

In the third regime, where o7 is large, we essentially have an independent prior, and learning
the value of one alternative teaches us almost nothing about the value of the other alternatives.
This makes it very difficult to learn in situations with large numbers of alternatives, because in
order to come close to finding a good alternative, we need to make at least as many measurements
as the number of b’s. In such situations, we must either find other non-additive structure in the
problem, or resign ourselves to making a number of measurements that is larger than the number

of alternatives.

3 The Knowledge-Gradient Algorithm with Correlated Be-
liefs

The Knowledge-Gradient with Correlated Beliefs (KGCB) policy, as introduced in Frazier et al.

(2009), measures the alternative that attains the maximum in

VRO — maxE,, [max p™|S" = 5,2" = JCi| — max 41, (1)
xr K3 K2
where S™ := (u",X") parameterizes the posterior belief at measurement n. The knowledge-

gradient (KG) factor, & represents the incremental value obtained from measuring a partic-
ular alternative x.

After each alternative is measured, we obtain a posterior distribution on 1 that depends on
which alternative was measured, =", its sampled value, §"*, and our belief on ¥ prior to sampling,

which is parameterized by p™ and ¥". This posterior may be calculated using standard results



for normal sampling with a multivariate normal prior (see, e.g., Gelman et al. (2004)) as

~n+1 n
n+l _  n Y — Mz <
s+l _ yn Ye el X"
B Ae + 207

where e, is a column M-vector with a single 1 at index = and the rest Os.
We now describe the time-n conditional distribution of g1, which allows us to compute (1).
n

This distribution is multivariate normal, with mean given by the tower property as E, [u" '] = u

and covariance given by the conditional variance formula as (X", z™)5 (X", ™)', where

Yey,
V )\CL’ + EZI .

The details of this computation are given in Frazier et al. (2009).

g(3,x) =

Thus, the time-n conditional distribution of pu"*! is the same as that of p"*! = u" +
a(X™, a™)Z, where Z is any independent one-dimensional standard normal random variable. This

allows us to rewrite (1) as

5% (s) = argmax E [max (ul +6;(X", 2™ 2Z)|S™, 2" = x} — max p

= argmax h(p",5(X", z)).
x

Here, h : RM x RM — R is defined by h(p,q) = E[max; p; + ¢;Z] — max; p;, where p and ¢ are
deterministic M-vectors, and again Z is any one-dimensional standard normal random variable.

Frazier et al. (2009) provides a method for computing h(p, ¢), which is summarized in Algo-
rithm 3.2. This algorithm in turn uses Algorithm 3.1 in an inner loop. In Algorithm 3.2, the
components of p and ¢ are sorted, and then some are dropped, resulting in new vectors p’ and ¢’

of length M’, and a sequence ¢’. These quantities are then used to calculate h(p, q) via

M’ -1

h(p,q) = > (g1 — a) (=1,

i=1

where the function f is given by f(z) = ¢(2) + z¢(z), and where ¢ is the normal cumulative



distribution function and ¢ is the normal density.

Algorithm 3.1: CALCULATE C AND THE SET A(Inputs : p,q)

co — —00,¢1 — oo, A — {1}
fori—1to M —1

do

Cit+1 < +00

repeat

j — Alend(A)]
¢j — (pj — pi+1)/(di+1 — 4;)
k= Alend(A) — 1]
if ¢; < cy,
then
if length(A) #1¢ [A— A(1,...,end(A) — 1)
{loopdone «— false
else
loopdone «— true

until loopdone
A—(Aji+1)

Algorithm 3.2: CoMPUTE h(Inputs : p,q)

sort (p;,q;)M, such that p; are in non-decreasing order
and ties broken such that Pi < DPi+1 if qi = qi+1
fori—1to M —1
do
if ¢; = qi11

then
Remove entry 4 from (p;, ;)M
Use algorithm 3.1 to compute ¢ and A from p, g
p— plAl,q — qlA], ¢ — (€[], +00), M — length(A)
return (log) (1 (g1 — )/ (—ei))

Using Algorithm 3.2, we can compute h(u™, (X", z)) for any vectors pu™ and 6(X",z) . This

then allows computing the KG factor via (1) for each alternative, the largest of which gives the

measurement decision of the KGCB policy. This is summarized in Algorithm 3.3.

Algorithm 3.3: KGCB; ALGORITHM(Inputs : u™, X")

for z — 1 to length(u™)
do
pe—p"
q— (X" )
v« h(p,q) % use Algorithm 3.2
ifz=1orv>wvx
then

Uk «— U, Tk — T

Within Algorithm 3.3, Algorithm 3.2 executes M times.

Within one execution of Algo-

rithm 3.2, the sort has complexity O(M log M) and Algorithm 3.1 has complexity O(M). Thus,
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the most computationally demanding step within Algorithm 3.2 is the sort, and the overall com-
plexity of the KGCB algorithm as computed by Algorithm 3.3 is O(M?log M).

In drug discovery, families of molecules often contain tens or hundreds of thousands of com-
pounds, which makes this algorithm for computing KGCB computationally infeasible. Thus,
even though we might very much wish to use the KGCB method to reduce the number of physical
measurements that need to be taken, the computational requirements of actually computing the
KGCB measurement decisions under the standard algorithm, Algorithm 3.3, preclude doing so in
most cases. The next section describes a first improvement to the standard algorithm that dra-
matically reduces the computational requirements and allows computing KGCB for large numbers

of linearly related alternatives such as those encountered in drug discovery.

4 A First Improvement

In this section, we present a first computational improvement to the standard implementation of
KGCB that exponentially reduces the computational and storage requirements of the algorithm.
The essential idea behind this improvement is to maintain a belief on the attributes themselves
instead of on the (much larger) set of alternatives. This greatly improves the efficiency of the
KGCB algorithm.

We first describe this improvement in the context of the Free-Wilson model from Section 2.1 in
Sections 4.1 and 4.2, and then we extend this improvement to the general model from Section 2.2

in Section 4.3.

4.1 Beliefs On Attributes

In this section we describe how one may maintain a belief on attributes rather than on alternatives
in the Free-Wilson model of Section 2.1.

Let « be the vector of attribute values o« = ({,ayq,...,a;) containing the value of the base
molecule and of each substituent, where chemically identical substituents at different locations
are given different indices. We assume the linear additive model for modeling structure-value
relationships from Section 2.1 and we let X be a matrix comprised of rows representing the
alternative. Each row of X is a vector of 0’s and 1’s of the same length as «, and each 1 indicates
an attribute that is present in the alternative. The value of this attribute is the corresponding
component in «. In the context of drug discovery, this row contains a single 1 in the first entry
to indicate that the base molecule (whose value is () is present, and then the subsequent entries
contains a 1 for each substituent present. Thus, this row is a 1 followed by the vector s* (defined
in Section 2.1) corresponding to the molecule x being represented. With these definitions, the
true value of the alternatives is ¥ = Xa.

Any multivariate normal belief on « induces a multivariate normal belief on 3. If we have a

11



multivariate normal belief on « with the &k + 1-dimensional mean vector 6 and the (k+1) x (k+1)

covariance matrix C,
a~N(b,C), (2)

we then have the mean of the values of the alternatives given by E[¢] = X6. The covariance

between the values of the alternatives is given by

Cov(9;,9;) = Cov (Z X,iak,ZX,zak> = ZX,@X%,COV(ak,ak/) = ZX,@X,J;,CIQM
k k kK ke k!

=el XCXTe;,

where e; is, as before, a column vector of length the size of our alternative database, with a 1 on

position ¢ and zeros everywhere else. Thus, the belief induced on ¢ by (2) is
9~ N(X0,XCXT). (3)

Having described how a generic multivariate normal prior on « induces a multivariate normal
prior on ¥, we begin with a prior on o with mean vector §° and covariance matrix C°. Thus, the
parameters of the induced prior on ¢ are u° = X6° and X° = XC°X’. We similarly define 6"
and C™ be the mean vector and covariance matrix, respectively, of the posterior belief on « after
n measurements. This posterior belief is also multivariate normal, and we have p” = X60™ and
¥ =XC"X'.

There exists a recursive expression for 8" and C™ that is similar to the recursive expression for
©™ and X™ given in Section 3. Before providing this expression, we first introduce some additional
notation. Let " = (2§;27;...;27)T be a column vector of Os and 1s describing the alternative
2™ € {1,..., M} that was measured at iteration n, where Z{j = 1 represents the presence of the
base alternative, and Z} is 1 for those attributes ¢ present in alternative z™ and 0 otherwise.
Additionally, define é"t1 = yn*tt — (")TF" and 4" = Az + (2")TC™E". Then, the following
updating equations result from standard expressions for normal sampling of linear combinations
of attributes (see, e.g., Powell (2007)),

en+1

0n+1 —_ en + € Cn:z,n’

n

' (®)
Cn+1 " - — (Cn‘%n(i,n)Tcn) )

'y"L
When the number of substituents is large, maintaining 8™ and C™ through this recursive
expression is much more efficient than maintaining p™ and ™ through the recursive expression
in Section 3. This is because the dimension of ¥" is equal to the number of alternatives, which
grows exponentially with the number of substituents per site. For a set of compounds with 5 sites
and 9 possible substituents at each site (to make 10 possible choices at each site, including the

possibility of attaching no substituent) the number of possible compounds is 10°, compared to
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only 45 total substituents. In this case, X" is 10° x 10° while C™ is only 46 x 46 (we add 1 to 45

to account for the base molecule).

4.2 Improved Implementation of KGCB

Because 6™ and C™ are much smaller and easier to maintain than p™ and X", there is significant
computational and storage savings to be achieved by calculating the KGCB policy from these
inputs directly rather than from p™ and »".

To accomplish this, we recall from Section 4.1 that ™ and ™ may be written in terms of 6™
and C™ as pu™ = X0" and ¥" = XC"XT. We also recall that " enters into the computation
of the KG-factor for alternative z, v5¢ = h(u™,5(X", z)), only through (X", z). This quantity
is given by ¢(X",x) = Z”ex/m, which depends only upon row x in ™, and not the
entire matrix. To facilitate describing these computations, we define A, . to be row x from generic

matrix A. Then, the required row of X" may be computed from C" as

7 =(XC"XM)e, = (XCMX]..

x7

By calculating row = of X" from C", then calculating (X", x) from this row vector, and
then computing the KG-factor from &(X™, z) and p™, we obtain the KG-factor while completely

avoiding any computations with matrices of size M x M. This is summarized in Algorithm 4.1.

Algorithm 4.1: KGCBy ALGORITHM (Inputs : 0", C™, X)

M1’L «— Xen

B — XCm

for t — 1to M

do

¥r — BXT

a— p"

b X /A 5,

v« h(a,b) % use Algorithm 3.2

ifr=1orv>wvx
then

Uk «— U, Tk < T

Algorithm 4.1 is similar to Algorithm 3.3, with the main differences being the first operation,
which retrieves the mean belief on alternatives from the mean of the belief on attributes, and
the second and third operations (the latter being the first step inside the loop), which together
retrieve the covariance of the belief on alternatives from the covariance of the belief on attributes.
The B matrix used in the second and third operations caches X C"™, which does not depend on
the measurement x being considered in the loop.

This algorithm significantly improves upon Algorithm 3.3 because it computes only ¥7 , a
column vector, instead of the full matrix X™. This is particularly significant when there are many
alternatives. If there were 10° alternatives, we would create a vector of size 10% x 1 instead of a

matrix of size 106 x 106.
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4.3 Extending this Improvement to the General Model

This improvement, which has been described thus far in the context of the Free-Wilson model,
can also be implemented for the general model.

To do so, we must maintain a belief about the b, terms together with our belief about ¢ and
the a; terms. Although the number of b, terms is equal to the number of compounds, which is
generally very large, we need only maintain a mean vector and covariance matrix for only those b,
terms corresponding to alternatives that we have measured. If we have not measured a particular
alternative x by time n, then our posterior belief on b, will have the same marginal distribution
that it had under the prior, and will remain independent of ¢, the a; terms, and all other deviation
terms. Thus, by explicitly maintaining a belief about (, aq,...,ax, and only those b, terms for
compounds we have measured, we can reconstruct our belief about those deviation terms we are
not explicitly tracking as needed.

Toward this end, let us define a vector «,, that contains a = (¢, a1,...,ax), and the b, for
x ranging over the unique alternatives in x°,..., 2" !. This vector plays the role that o plays
in Section 4.1. Let ™ and C™ be the mean and variance of our time n posterior belief on «,.
Note that g = a, 6° = (E[¢],E[ai],...,E[ax]) and C° is a diagonal matrix whose diagonal is
(E[¢], E[ay], ..., E[ax]).

Before providing recursive expressions for §” and C", C"~!, we first define two quantities,
671 and C"~!. If we have previously measured alternative 2, so 2™ € {2°,...,2" '}, then let
671 = g1 and C"~! = C" 1. If we have not previously measured 2™, then let "~ be the
column vector obtained by appending a scalar 0 to 6”1, and let C"~! be the (1+k+n)x (14+k+n)
matrix obtained from the (k+mn) x (k+n) matrix C"~! by adding one extra row and column after
the last row and column of C™~!. This extra row and column is all Os, except for the diagonal
entry, which is og. These quantities 61 and C™ ! are constructed so that our time n — 1
posterior belief on «, is N(é”‘l, C’"‘l). Additionally, let Z™ be a column vector of Os and 1s,
with a 1 at exactly those indices of a”*! for which the alternative 2™ contains the corresponding
base alternative, substituent, or deviation term. We also define "1 = yn+! — (é”)Ti"" and
A" = Agn + ()T C™Z™. With these definitions, we may update #”*1 and C"*! recursively from
0" and C™ (via 6" and C™) as

~n+1

gl — fn 4 ﬁy—ncnx” (5)
~ 1 ~ ~
C7l+1 =C" — 77 (Cni,n<3~jn)TCn> . (6)

These updating equations allow us to maintain our belief about «,, in a computationally efficient
way, analogously to the way in which we were able to recursively maintain about « in Section 4.1.
We now show how KG factors may be computed from a belief on «, parameterized by 6"

and C™. Since the KG factor is given by v, = h(u™,6(X"™, x)), it is enough to compute p™ and
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(X", ) efficiently (without computing the much larger matrix %), and then to use the standard

implementation of h. The first term, u™, does not depend on z and is given by
/,Ln — Xnen’

where X™ is a M X |a;,| matrix of Os and 1s whose each row corresponds to an alternative, and has
a 1 for the base alternative, and each substituent and deviation term from «, contained within
the alternative. To compute the second term, 6"(3", z), fix 2™ = x and the corresponding o, +1
and C™ resulting from this choice of z”. Let X™ be a M x |ap 1| matrix that is similar to X™,
except that it maps alternatives to components of «a,; rather than «,. That is, each row of
X™ corresponds to an alternative, and has a 1 for the base alternative and each substituent and
deviation term from «,, 41 contained within the alternative. Then, observe that the beliefs about
those b, not included in ay,41 will not change as a result of measuring z", and so (X", z"),
which is the standard deviation of the change in beliefs about the values of the alternatives, is
not affected by these deviation terms not included in cy,41. Thus, we can compute 5(X", z™) by
dropping these left-out deviation terms. In such a model in which these deviation terms outside

@41 have been left out of the model, the 2*" column of X" is

En’. _ (X7Lén)(X;L’.)T’

x

and &(X", ™) may be computed from this vector via &(X", z) = £"€, /1/Az + 22,. The resulting
method of computing the KGCB policy is summarized below in Algorithm 4.2.

Algorithm 4.2: GENERAL KGCBy ALGORITHM (Inputs : 0™, C™, X™)

for z — 1to M
do
Compute C" from C™ and .
o e (Xrem(Xp )T
a— p"
b2 /A, T 5L,
v« h(a,b) % use Algorithm 3.2
ifr=1orv>wvx
then
Uk «— U, Tk < I

With these expressions, we may compute the KG factor for alternative x in the general model
without explicitly computing a covariance matrix ™. The dimensionality of the objects 8™ and
C™ that we must retain in memory is the sum of 1 + k£ together with the number of unique
alternatives measured. When the number of measurements that can be made is much smaller

than the number of alternatives, as it is in drug discovery, this is a significant savings.
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5 A Further Improvement for the Free-Wilson Model

We now return from the general model to consider only the Free-Wilson model of Section 2.1.
When using this model, we may compute the KGCB policy with even greater efficiency than
described thus far. This further improvement has at its heart Proposition 1 below.

This proposition states that the calculation of each KG factor, which would ordinarily require
considering the entire family of molecules, may be decomposed into the sum of a set of much
smaller and easier to compute KG factors. Each of these smaller KG factors is the KG factor that
would result from a base molecule with substituents only at a single site. Since the number of
compounds grows exponentially with the number of substituents per site, and the complexity of
computing a KG factor scales as O(slog s) where s is the number of substituents considered, this
decomposition dramatically reduces the computational effort required to compute a KG factor.
While the KGCB policy still needs to calculate the KG factor corresponding to each possible
measurement to find the largest one, faster calculation of each KG factor makes the overall
computation much faster as well.

Before stating the proposition, recall that 67 = E,[a;] and 6f = E,[(] are the means of the
time-n posterior belief on the value of substituent j and the base molecule respectively, and that
L(j) is the site at which substituent j may be placed. Additionally, let Ay € {i : L(i) = ¢}, so

that Ay is a vector containing those substituents that may be placed at site £.

Proposition 1. Under the Free- Wilson model,
V:?7KG = Zh (<9;’n)i€A(f)U{71} ) (6:i)i€A(€)U{fl}) )
¢

where (&;Lz)i := Var, [0;‘“ | 2™ = x] fori>0and 0", =563 _, =0.

Proof: We write

n+l _ .z _ n+1 _x n+1
max p,," - = Hf}x]EnH E ajsj +¢| = max g 0" sy + 0
J i

= Hf}X%: (Z 9?“1{L(i>—e}> +op = %:ieAgl;g;_l} O + 007,
where G?fll is defined to be 0, and where the crucial final step is due to the fact that the maximum
over 7’ is achieved by the 2’ that places the substituent with the largest estimated value in each
site (or no substituent in a site, corresponding to ¢ = —1, if all the estimates at that site are
negative). Substituting this expression for max, uzf“ ! and noting that the tower property implies
E, [0§7'] = E, [Eny1[¢]] = E,[¢] = 6§, we obtain

E,[max pt'] = E, Z max Ot 4 gptt +67.

T i€A(U{-1} ¢

=E, gt
[an){} z
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Then, noting that max,, u7, = >, max;cayui—1} 0j; + 07 by an argument similar to the one for

max, ", we have

yKG — (Z E, [ max ‘9?+1|5U" = x} —|—9{}> — (Z max 0} —&—68)
icA()U{—1} Z i€ A(L)U{—1}

14

= ZE” { max O g™ = m] -  max 67
- i€ A(D)U{—1} i€A(HUL—1}

Since the joint distribution of (67');c (¢ conditioned on F, and 2™ = z is the same as that
of the ¥, conditional distribution of (6} + 6;Z);ca(s), where Z is a one-dimensional standard
normal random variable, and §"7' = 0 = 07 + o7, Z almost surely, we may substitute for 07! to

obtain
yKG — ZE” [ max 0 + &;@Z} -  max 0]
7 i€A(OU{-1} i€A(OU{-1}
= Zh ((9?>ieA(£)u{—1} ) (5gi)ieA(é)u{—1}) : L
¢

To actually use the decomposition property inherent in this proposition, we must first compute
a". We have (67,)? = Var,, [E,41a;]|z™ = z] which, using the conditional variance formula and
the fact that E,[Var,11[a;]] = Var,11[a;], becomes

(&21)2 = Va‘rn [a’l} - Varn+1[ai|:c" = 1‘]

We have Var,[a;] = CI, and by (4),
1 o~ , el cngn(z)TCre;
Vari1[ai] = e C"Fle; = ¢f |C" — Tncnx (@)TCM | e = Cf - N + (20T Cngn
Therefore,
(G = efcrgn(zm)TCre;

A + (@) TCE
which gives the vector & ., with i ranging over all the substituents (not just those corresponding
to a particular site) as

z, = \/)\:rn + (:fn)TCni.n

Qe

(7)
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We summarize the resulting implementation below in Algorithm 5.1.

Algorithm 5.1: KGCB3 ALGORITHM (Inputs : 6",C™, X)

for z — 1to M
no crE”
Zy Agn (@) TCOngn
vy — 0
for £ —1to L
do P (0)ieayui-1)

do ¢ q— (&Qi)ieA(z)u{—l}

Vg — Vg + h(p,q) % use Algorithm 3.2

ife=1o0r v, >vx

then v «— v, x%x — x

o

If there are [ dimensions with M; substituents that can be placed at each dimension, the number
of total alternatives is M = (M;)!. The computational complexity of Algorithm 4.1 is O(M? In M),
which is equivalent to O (l (Ml)2l In (Ml)) The computational complexity of Algorithm 5.1 on
the other hand is O ((Ml)l [ (M;)In (Ml)) because the outer loop executes (M;)! times, while the
inner loop executes ! times and takes O ((M;)In (M;)). Thus the efficient implementation has
a computational complexity of O (l (M) In (Ml)>, compared to O (l (M)* In (Mg)) for the

previous implementation.

6 Empirical Study

We simulate the performance of the KGCB algorithm using data from a previously published
QSAR study of narcotic analgetics that used the Free-Wilson model Katz et al. (1977). The paper
contains a set of 6,7-Benzomorphans, which have 5 sites at which substituents can be attached.
The molecule is shown in Figure 1. At site 1 there are 11 possible substituents (together with
H), at site 2 there are 8 possible substituents, at site 3 there are 5 possible substituents, at site 4
there are 6 possible substituents and at site 5 there are 11 possible substituents. The collection of
compounds resulting from choosing a substituent at each site contains 11 x 8 x 5 x 6 x 11 = 29040
compounds from substituents at the 5 positions. Additionally, each compound can be charged
positively, negatively or be neutral, which brings the number of compounds to 87120. The paper
provides experimentally observed activity values for 99 of these compounds.

In the Section 6.1, we describe methods for choosing the prior on the values of this collection
of compounds. Then, in Section 6.2, we present an empirical study of the performance of KGCB

on this collection of compounds.
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R1

Figure 1: An example of substituent locations (marked with Ry, ..., R5). Source: Katz et al. (1977)

6.1 Setting up a prior on the substituent contributions

When choosing a prior distribution, one may be in contact with experienced practitioners who
may be able to articulate their prior beliefs on the value of compounds or substituents. In many
cases, however, even if one is quite experienced in drug discovery, or is working with those who
are quite experienced, it may be difficult for the experts to articulate their prior beliefs. In such
cases it is useful to have a method for setting the prior distribution from some other source, such
as previous measurements of families of molecules that may be completely different from the one
to which drug discovery effort is being applied. We now present one such method that may be
used with either the Free-Wilson model or the general model.

We first discuss priors for the Free-Wilson model. Our method of choosing a prior supposes
that there exists a large population of substituent values in nature, and that nature has drawn
independently at random from this population the particular substituent values to create the
family of compounds being investigated. We suppose that we may approximate the distribution
of values within this population with a normal distribution whose mean and variance we can
estimate. A method of estimation is discussed below.

Our method also supposes that we began with a non-informative belief on the value ¢ of the
base molecule, which was subsequently altered by a laboratory measurement. This measurement
provides an informative belief on the value of the base molecule that we will use within our
prior whose mean is the value of the measurement, and whose variance is the variance of this
measurement. A measurement of the base molecule is generally available in practice, since a
molecule is usually chosen to have its space of chemical derivatives searched because it performed
well on an initial screening of many chemically dissimilar molecules.

Given these suppositions, our prior is given by taking 6) and C, to be the value and measure-
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ment variance, respectively, of our previous measurement of the base molecule, and 69 and CY,
for ¢ > 0 to be the estimated mean and variance, respectively, of the population of substituents.
Our independence supposition causes the off-diagonal terms of C° to be 0. These values for 6°
and C° specify a prior as discussed in Section 4.1, and the equivalent prior on compound values
may be reconstructed as discussed in that section.

We now discuss how this method of setting a prior can be extended to the general model. To
do so, we suppose, in a manner quite similar to our supposition about substituent values, that
there exists a large population of deviation terms from which nature has drawn independently at
random to create the family of compounds being considered. Let o7 be the estimated variance of
this population, and, without loss of generality, we may assume that the mean of the population
of deviation terms is 0 because we can take any non-zero mean and move it into the value of the
base molecule. Then the prior, in the format of Section 4.3, is given by taking the same 6° and
C" as just described for the Free-Wilson model, and using this value of O'g in subsequent updates.
There is no need to use different values of #° or C° because, even in the general model, our §°
and C° do not encode beliefs on the deviation terms, as these beliefs are implicitly independent
with mean 0 and variance o7.

In order to use either of these methods for setting the prior, one needs access to a measurement
of the base molecule (with that measurement’s variance), estimates of the mean and variance of
the population of substituents, and, when using the general model, an estimate of the variance
of the population of deviation terms. These estimates may be obtained from measurements of a
reasonably large family of compounds that may be quite dissimilar from the one being investigated.
Using these measurements, one may use linear regression to estimate the substituent values and
deviation terms present in this family of compounds. The substituent values and deviation terms
that result will certainly be a very small subset of the entire population of substituent values and
deviation terms present in nature, but if one is willing to suppose that they are representative
of what one may encounter in nature, then the population means and variances of the observed
values may be taken as estimators of the means and variances of the overall populations. Because
one might make this assumption that the observed values are “representative,” it is better if one
has observations from multiple families of molecules, and it is also better if the observed values
are from families that are more similar to the one to which drug discovery effort is being applied.

We followed exactly this method of estimation using the data in Katz et al. (1977). This paper
provides measured values for 99 of the possible 87120 compounds. The measurement technique
used is quite accurate, and it is reasonable to take the measured values as the “true” values. By
fitting a multiple linear regression to this data set, we obtain substituent values and deviation
terms. From these values, we estimate the mean and variance of the population of substituents

as 0.31 and 0.47 respectively, and the variance of the population of deviation terms as af = 0.15.
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6.2 Simulation Results

Before discussing the ability of KGCB to discover good molecules with relatively few measure-
ments in simulation, we first describe the computational costs of the various implementations of
the Free-Wilson-based KGCB implementation on the set of 87120 compounds. Algorithm 5.1
is able to compute the KGCB decision and update the belief in less than 3 seconds, which is
approximately 100 times faster than Algorithm 4.1. The standard implementation was so slow
that we were unable to determine its runtime on the problem.

In our simulations, we observed the number of measurements required by the KGCB algorithm
to find good compounds among collections of compounds of various sizes. In these simulations,
we compared KGCB against two policies: a pure exploration policy that chooses compounds to
test uniformly at random, and a one-factor-at-a-time (Montgomery (2005)) policy which begins
by testing the base molecule and then replaces each substituent at a time, cycling through the
same compounds.

Both policies update their beliefs using the same Bayesian updates as the KGCB algorithm.
We emphasize that these belief updates use correlated beliefs, which give our pure exploration
policy a substantial advantage over any policy that uses independent belief updates. With our
version of pure exploration, even though we are choosing compounds to measure uniformly at
random, we learn about the compounds through correlations the same way as we learn when we
use the KGCB policy.

We considered the one-factor-at-a-time policy even though it is often regarded as a poor policy
because it neglects interaction between factors (Montgomery (2005)) because, in the perfectly
linear Free-Wilson model these interaction terms do not exist. By using a policy like one-factor-
at-a-time that neglects these terms in tests that do not include them, we provide an advantage to
the policy against which KGCB competes. In cases like the general model in which interaction
terms exist, a factorial design would perhaps be more appropriate (Montgomery (2005)), but
such designs are infeasible in problems with many dimensions like the drug discovery problem
considered here.

In the next section (Section 6.2.1) we present numerical results from the Free-Wilson model
described in Section 2.1, and in Section 6.2.2 we present numerical results from the general model

described in Section 2.2.

6.2.1 Results using the Free-Wilson model

We begin by describing our results using the simple, linear-additive model described in Section
2.1. We assume that we have a budget of 100 measurements, and at each time, we plot the
opportunity cost of each policy, defined as the difference between the actual highest compound

value and the true value of the compound which is best according to the policy’s posterior belief.
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Figure 2: Opportunity cost for varying data set sizes and measurement noise.

3 ‘ ‘ 3
——KGCB
25] —— Pure exploration
- —— One-factor-at-a-time -~
© o
g 2
5 1.5¢ 5
2 5
s o
o 1t 2
o o
0.5
0 e EITIIIE ARSI AR A SR, O ) ‘ ‘ ‘ —]
0 20 40 60 80 100 0 20 40 60 80 100

Measurement Measurement

2a: Average opportunity cost over 100 runs using 2b: Average opportunity cost over 100 runs using
a data set of 2640 compounds and a noise standard  a data set of 2640 compounds and a noise standard
deviation of 0.1. deviation of 0.5.

4 : : : : 4

w
w

Opportunity Cost
n
Opportunity Cost
N

=
.
[

0 20 60 80
Measurement

100 % 20 20 60 80

Measurement

2c: Average opportunity cost over 10 runs using a
data set of 87120 compounds and a noise standard
deviation of 0.1.

2d: Average opportunity cost over 10 runs using a
data set of 87120 compounds and a noise standard
deviation of 0.5.

Thus, once the opportunity cost is 0, the policy has found the best compound.

Figure 2 presents the results using a data set of 2640 compounds and one of 87120 compounds,
for two levels of noise: a noise standard deviation of 0.1 and 0.5. Using the measured values
published in Katz et al. (1977), we generate a truth for these compounds by fitting a linear
regression to the data, taking the true means 6 to be the predicted values from the regression
and the standard deviation of the noise in our measurements to be the standard deviation of
the residuals from the regression. For the 2640 compounds data set, we average over 100 runs,
and for the 87120 compounds data set we average over 10 runs. As Figure 2 shows, the average
opportunity cost for KGCB is always lower than the average opportunity cost of the other two
policies. Among the other two policies, pure exploration seems to outperform one-factor-at-a-
time (OFAAT), due to the fact that OFAAT cycles through the same set of compounds when

measuring, whereas pure exploration chooses at random among all compounds. In general, a
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Figure 3: A sample path of 200 measurements on a data set of 1000 compounds showing opportunity cost (top) and
the true values of the compounds tested at each time step (bottom).

higher level of noise leads to worse performance by all policies, but relative to the other policies,
KGCB performs best. Since these initial experiments showed that pure exploration is more
competitive than OFAAT, our following experiments compare KGCB only to pure exploration.

In further experiments, we randomly selected sets of compounds from the full set of 87120.
Figure 3 shows a sample path of 200 measurements on a set of randomly selected 1000 com-
pounds, giving the opportunity cost at every iteration on the top panel and the true value of
the compound that is measured at each step on the bottom panel. While pure exploration fails
to find the best compound in the first 200 measurements, KGCB manages to do so in about
15 measurements, which is a significant improvement if we think about the amount of time and
money each measurement requires. As the bottom panel shows, part of KGCB’s success in this
sample path was the fact that it measured two very good compounds early on, at steps 10 and
15, while pure exploration was measuring mediocre compounds for a long period of time, which
prevented it from discovering the best compound quickly enough.

To better assess the difference in performance between KGCB and pure exploration, we
also ran 15 sample paths and plotted, on the same graph, the mean and standard deviation
of the mean for KGCB and pure exploration. Figure 4 shows the resulting plot, where each

error bar is of length twice the standard deviation of the mean in each direction (computed as
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Figure 4: Mean and standard deviation of the mean using 15 sample paths of 10000 compounds each, using a noise
standard deviation of 0.38.

standard deviation/v/n — 1, where n, the number of samples, is 15 in our case.) As Figure 4
shows, the estimated mean opportunity cost for the KGCB policy is lower than that of the pure
exploration policy.

To get a sense of the distribution of the relative performance of KGCB vs pure exploration, we
ran our code on 75 sets of randomly selected 10000 compounds out of the entire data set of 87120
compounds, with a budget of 200 measurements. For each measurement and sample path, we
compute the difference between the pure exploration opportunity cost and the KGCB opportunity
cost, and then for each measurement, we plot the mean difference and standard deviation of the
difference in opportunity cost across the 75 sample paths. The results are shown in Figure 5. As
illustrated in Figure 5, the mean difference is always positive after the first measurement, and
it has a maximum at about the tenth measurement, suggesting that the learning rate is faster
on average for KGCB than for pure exploration, and the value of using the KGCB policy is
maximized at early measurements.

Numerical evidence indicates that KGCB has better average performance than pure explo-

ration. For more numerical work using the Free-Wilson model, please see the appendix.

6.2.2 Numerical results for the general structural model

We now present the results using the general model described in Section 2.2. To simulate a true set
of compound values in this set of experiments, we take the fitted values of a; and ¢ from Katz et al.

(1977), and for each compound x, we generate b, independently from a normal distribution with
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Figure 5: Mean and standard deviation of difference in opportunity cost between pure exploration and KGCB using
75 sample paths of 10000 compounds each and a noise standard deviation of 0.38.
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mean 0 and variance o7 (where o7 was obtained from the fit as well, as described in Section 6.1).
We then combine these values according to the model to obtain true values for the compounds.

To test the performance of KGCB under this model, we randomly selected 10 different sets
of 1000 compounds each and ran the KGCB algorithm using the prior described in Section 6.1.
For each sample path, we perform 150 measurements comparing KGCB to pure exploration and
we plot the average opportunity cost over the 10 runs just as in our previous experiments. The
results are shown in Figure 6.

As with the Free-Wilson model, the KGCB policy performs significantly better than pure

exploration. Opportunity cost decreases more slowly in this test than it did under tests that
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assumed the Free-Wilson model. This is because this test adds deviation terms to each molecule,
which makes it harder for any policy to find the best compound. Although this test was performed
with 1000 compounds and the general model contains a different deviation term for each one, the
KGCB policy finds a very good compound with many fewer than 1000 measurements. This is
because o7 is smaller than Varg(a;), which makes learning the a; terms more important than

learning the b, deviation terms, and allows a policy to find a compound with small opportunity

cost without learning all the deviation terms.

7 Conclusions

Drug discovery is a long and expensive process that requires synthesizing and testing many
molecules in order to find one that is efficient in treating disease. Our simulation results show that
the KGCB policy reduces the number of molecules that need to be tested in this process, saving
time and money. Furthermore, since budgets are limited and a search for a new drug is declared a
failure if it does not find a good molecule within this budget, more efficient search procedures may
cause the success of drug discovery efforts that otherwise would have failed. Previous implemen-
tations of the KGCB policy required too much computational effort to be practically applicable
to large problems like drug discovery, and the new implementations presented here overcome this
barrier. Although further mathematical effort is needed, particularly in creating sequential search
methods that use models from medicinal chemistry beyond Free-Wilson, we believe that this effort
will significantly improve our ability to discover new drugs.

The Georgetown University team has just started to test a long sequence of compounds, and
are planning to use the KGCB policy to help choose compounds to test. As a starting point, they
have decided to use the Free-Wilson model for modeling structure-activity relationships and an
informative prior obtained from their initial measurements. Future improvements might involve
using a different QSAR model such as the Hansch model or the partial least squares method.
Although the KGCB method can benefit all forms of drug discovery, for the time being we hope

it will help the research team at Georgetown find a cure for Ewing’s sarcoma.
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8 Appendix: More Numerical Results

We first present the results from running the code on data sets of randomly selected 10000
compounds. Figure 7 shows four such sample paths of the new implementation. As the figure
shows, the performance of the KGCB algorithm is encouraging, as it is usually able to find the best
compound by the 75th measurement, and gets very close to finding it by the 25th measurement.
In most sample paths, KGCB does at least as well as pure exploration - the policy in which we
choose compounds to measure completely at random, but update the belief in the same way as
we do for the KGCB policy.

We are interested also in the typical performance of the KGCB policy. That is, if we are able
to perform only one sample path (which is generally the case in practice), we are interested in
knowing the probability that the KGCB policy performs better than an exploration policy.

To better get a sense of the distribution of the relative performance of KGCB versus pure
exploration, we have made a box and whiskers plot of the differences between opportunity costs
at every 10 measurements. As shown in Figure 8, except for the first measurement, all the other
measurements have the lower quartile cutoff at or above 0, which suggests that the probability
that KGCB is better than pure exploration, on any measurement of any sample path, is higher
than 1/2.

Having tested the KGCB policy on data sets of 10000 compounds, we increased the size of
the data sets further to 25000 compounds. Figure 9 shows four sample paths from running the
KGCB and pure exploration policies on four randomly selected data sets of 25000 compounds.
The rate of convergence for these plots is slower than for 10000 compounds, but the KGCB policy
still manages to get reasonably close to the best compounds after about 50 measurements.

Figure 10 shows the mean opportunity cost for nine sample paths using nine different randomly
chosen data sets of 25000 compounds. Although not as impressive as the mean plot for 10000
compounds, this plot also attests that there is value in using the KGCB policy as opposed to a
pure exploration policy.
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Figure 7: Four sample paths using data sets of 10000 compounds and a noise standard deviation of 0.38.
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Figure 8: Distribution of difference between opportunity costs between pure exploration and KGCB using 75 sample
paths of 10000 compounds each and a noise standard deviation of 0.38.
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Figure 9: Four sample paths suing data sets of 25000 compounds and a noise standard deviation of 0.38.
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