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Abstract

Nearly all statistical inference methods were developed for the regime where the
number N of data samples is much larger than the data dimension p. Inference
protocols such as maximum likelihood (ML) or maximum a posteriori proba-
bility (MAP) are unreliable if p = O(N), due to overfitting. This limitation has
for many disciplines with increasingly high-dimensional data become a serious
bottleneck. We recently showed that in Cox regression for time-to-event data
the overfitting errors are not just noise but take mostly the form of a bias, and
how with the replica method from statistical physics one can model and pre-
dict this bias and the noise statistics. Here we extend our approach to arbitrary
generalized linear regression models (GLM), with possibly correlated covari-
ates. We analyse overfitting in ML/MAP inference without having to specify
data types or regression models, relying only on the GLM form, and derive
generic order parameter equations for the case of L2 priors. Second, we derive
the probabilistic relationship between true and inferred regression coefficients
in GLMs, and show that, for the relevant hyperparameter scaling and corre-
lated covariates, the L2 regularization causes a predictable direction change of
the coefficient vector. Our results, illustrated by application to linear, logistic,
and Cox regression, enable one to correct ML and MAP inferences in GLMs
systematically for overfitting bias, and thus extend their applicability into the
hitherto forbidden regime p= O(N).
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1. Introduction

Extensive quantities of data are now available in many commercial, scientific and medical
settings, due to the decreasing cost of high throughput measurement devices and data stor-
age, and rapidly increased computing power. Here we will be concerned with data where each
sample is a pair (g, s), with z € R” (the input, or covariate vector) and with an output vari-
able s. The latter can be real-valued, discrete, or even composite. The aim is to determine
from a given set D = {(zy,51),...,(@y,sy)} of randomly drawn historic samples whether
there is information in z about s, and to predict the value of s associated with any vector z.
In parametric statistical inference one approaches this question by postulating a parametrized
probabilistic model p(s|z, @) for the dependence of s on z, followed by defining a function
(0| D) whose minimization gives a sensible estimate for the parameters 6. In this work we
will focus on generalized linear models (GLMs, [14]), which are regression models p(s|z, 0)
in which the covariates z enter strictly via a linear combination 8-z=>"7_, 8,2, with coeffi-
cients 3 € R?. For the Q(6|D) function, common choices are Q(0|D) = —log p(D|0) (ML
regression) and Q(@|D) = —log p(6]D) (MAP regression). Here p(@|D) < p(D|0)p(0),
and p(D|0) = [[;p(si|zi, 8). MAP requires the specification of a prior parameter distribution
p(@). ML and MAP can be seen as approximations of a computationally often intractable
Bayesian approach, where one works with the full posterior distribution p(8| D). MAP replaces
this posterior by a delta peak at the most probable point, and ML follows from MAP by choos-
ing a flat prior p(@). ML performs well when p < N, but its estimators become increasingly
incorrect in the high-dimensional regime, which for GLMs involves both the number N of sam-
ples and the number p of covariates diverging, with finite ratio ( = p/N. Remedial attempts
can be categorized into corrective [1-8] or preventative ones [9]. The former route seeks to
construct better estimators via a power series in N~! (for fixed p), with the ML estimator
as zeroth term, but becomes unwieldy beyond the linear term [10]. Also various computa-
tional resampling recipes were proposed [11, 12], and a wider family of estimators beyond
ML/MAP [13]. All these remedial and corrective approaches tend to work only when the data
dimension p is small and fixed. The most popular remedial approaches to overfitting in the
statistics and machine learning communities are regularization, i.e. MAP inference with opti-
mized priors, and variable selection, i.e. regression with low-dimensional representations of the
vectors z.

We tackle the high-dimensional statistics regime adopting a statistical physics perspective.
Statistical physics provided many contributions to our understanding of information process-
ing in this regime, that is not captured in traditional statistics. Statistical physics tends to
deal with ‘typical-case’ scenarios, unlike the ‘worst-case’ analysis more prevalent in statis-
tics and computer science (see e.g. [15]). The two approaches are complementary, with
‘typical-case’ behaviour becoming relevant if the ‘worst-case’ scenario is very rare as N — o0.
Within statistical physics, the techniques from the field of spin glasses have been particu-
larly effective, especially replica theory and the cavity method (and related message passing
algorithms).

The replica method [16] gives relatively simple prescriptions for computing asymptotic
joint distributions of model parameters, and allows one to predict asymptotic values of sta-
tistical estimators. It led to valuable progress in various areas of computer science [17], in
particular in machine learning [18—22]. Although it is adaptable to many machine learning
problems, the replica method is not always provably exact. Hence considerable effort has been
dedicated to proving rigorously the replica predictions in specific settings, for problems origi-
nating from statistical physics [23], and in machine learning (e.g. low-rank matrix factorisation
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[24]). Alternative methods were also proposed to derive the replica results, based on the elegant
interpolation technique [25], and later extended to Bayesian inference [26].

Inference problems are intrinsically algorithmic. One ideally wants computationally effi-
cient methods for finding the answer to any problem instance. In this aspect, the insights from
statistical physics originate from the iterative procedure for computing marginals in Ising spin
models with pair interactions, known as the Thouless—Anderson—Palmer (TAP) equations [27].
When implemented correctly [28], it is equivalent to the belief propagation (BP) approach in
computer science [29, 30], as was realised in [31]. For continuous variables and multibody
interactions, the TAP approach to inference is now commonly referred to as approximate mes-
sage passing (AMP) [32]. AMP is computational simple, usually competitive with the fastest
algorithms, rigorously characterized in the large system size limit by the cavity method (or
state evolution), and used to predict accurately performance metrics such as the mean-squared
error (MSE) or the detection accuracy [33—37]. A generalization of AMP to arbitrary priors and
component-wise output functions is found in [38], which coined the name generalized approx-
imate message passing (GAMP) for the generalized linear model. Message passing tools were
also used to study logistic regression in the high-dimensional regime, for ML and MAP [39,
40]. Implications of overfitting for likelihood ratio tests in the p = O(N) regime were explored
in [41].

Despite its successes, the application of AMP to real-world problems has been limited by
its dependence on a Bayes-optimal setting and specific structural features of the data matrix.
When there is model mismatch, replica symmetry may be broken and AMP may stop converg-
ing [42, 43]. When the distributions are unknown, one could try to find a minimax estimator
over a class of distributions [44], or combine GAMP with expectation—maximization (EM)
estimation [45—49]. Alternatively, AMP can be modified to a replica symmetric broken (RSB)
structure, but this algorithm becomes computationally more demanding with each RSB step,
and requires introducing additional parameters whose values are not easily determined [42].
Nevertheless, for linear models the main limitation of AMP is often the structure of the data
matrix. AMP’s original version holds only for i.i.d. sub-Gaussian random data matrices [33, 34,
38], and AMP is fragile with regard to alternative choices. For example, it diverges for even
mildly ill-conditioned or non-zero-mean data matrices [5S0-52]. Several heuristic strategies
have been proposed for inducing AMP to converge [50, 52—54] but their effectiveness is lim-
ited. Other algorithms for linear regression have been designed using approximations of belief
propagation (BP) and/or free-energy minimization, such as adaptive TAP [55], expectation con-
sistent approximation (EC) [56-58], (S-transform AMP) S-AMP [59], and (orthogonal AMP)
OAMP [60]. Numerical experiments suggest that some are indeed more robust than AMP,
but their convergence has not been rigorously determined. Currently, the AMP-like algorithm
with a rigorous underpinning that is able to handle the broadest class of data matrices is vector
approximate message passing (VAMP) [61], which converges correctly for all large random
data matrices that are right-orthogonally invariant. While this class of matrices relax the need
for fully independent matrix elements, it is still an excessively specific requirement for most
practical applications.

In this work we consider GLMs and focus on generalising the structure of the data matrix,
employing the replica method—the most versatile of our theoretical tools. We build on recent
studies [62, 63] which gave an accurate quantitative analysis of overfitting in (regularized) Cox
models [69, 70] for time-to-event data. We show how the calculations of [62, 63] can be gen-
eralized to ML or MAP regression with arbitrary GLMs. Here we consider only models with
a single linear combination of covariates (which includes logistic and ordinal class regression,
perceptrons [66], and other survival analysis models such as frailty and random effects models
[67]). Generalization to models with multiple linear combinations (e.g. neural networks with
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hidden layers, or survival analysis with competing risks [68]) is straightforward. We analyse
overfitting in ML or MAP inference with GLMs without requiring the entries of the data matrix
to be uncorrelated. We only assume that there is no model mismatch, and that the N covari-
ate vectors {z;} are drawn independently from some distribution p(z). This distribution may
describe correlated entries, provided some weak conditions on the spectrum of the correlation
matrix are met. We refer to this setting as row-independent data matrix. Using only the general-
ized linear form of the models, we derive generic replica order parameter equations within the
replica-symmetric ansatz (RS), for the case of Gaussian priors®. Only at the stage of solving
order parameter equations will one have to specify model details. We also calculate the prob-
abilistic relationship between true and inferred association coefficients, and show that, when
covariates are correlated and L2 regularizers are sufficiently strong to have an effect, the latter
induce a predictable direction change of the coefficient vector. For linear regression problems,
similar studies of MAP estimators are present in literature. Again these assume i.i.d. elements
or some form of rotational invariance for the data matrix, either within an RS [71, 72] or an
RSB ansatz [73]. Within the setting of rotationally invariant data matrices, the authors of [74]
define an oracle version of VAMP and show rigorously that the corresponding state evolu-
tion converges to the MSE state evaluated via replica theory in [57, 71, 75]. Similar proofs of
replica results can be found also for MMSE estimators in linear regression, see e.g. [76—78] for
Gaussian data matrices and [79] for rotationally invariant data matrices. They cannot imme-
diately be extended to the row-independent data matrices we consider in this work. In [45]
the replica method is used to analyse properties of the MAP estimator in compressed sensing.
Our present setting differs in two key aspects: we consider generalized linear models and we
remove the need for i.i.d. entries of the data matrix. There is presently no AMP-like algorithm
that provably works for independently drawn covariate vectors with correlated entries. The
present RS replica calculation, however, is able to deal with such more realistic data, and the
mathematical physics literature provides evidence that any failures of the replica solution in
practical applications are most likely to reflect model mismatch, i.e. a breaking of the replica
symmetry, as opposed to fundamental features of the analytical continuation. Our limitation
to ML and MAP estimators is also not crucial, and the results could be easily extended to e.g.
the minimum mean square error (MMSE) estimator. We concentrate on ML and MAP because
they are less computationally demanding, in the absence of an AMP-like algorithm for row-
independent data matrices, and their practical evaluation is usually feasible using standard
numerical methods.

This paper is organized as follows. We first generalize in section 2 the replica analysis of
[62, 63] to arbitrary GLMs. In section 3 we calculate the quantitative relation between true and
inferred association parameters in the overfitting regime, for potentially correlated covariates,
and show how our results can be used to compute new estimators that are decontaminated
for overfitting distortions (via bias removal, or MSE minimization). In section 4 we test our
theoretical predictions via application to linear, logistic and Cox regression, recovering some
known results as a test, and deriving several new ones. We close with a discussion of present and
future work. Most of the more technical calculations are relegated to appendices, to focus the
main text on the key ideas and outcomes. In contrast to most analytical studies on overfitting
in literature, our theory is not limited to linear models, to uncorrelated covariates, to scalar
outputs, or to models with output noise. Our present results enable one to correct ML and
MAP inferences in generalized linear regression models for overfitting distortions, and thereby

6 The present limitation to L2 (i.e. Gaussian) priors is not critical, alternative choices such as L1 (or lasso) priors simply
lead to more complicated integrals.
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extend the applicability of these popular regression methods into the hitherto forbidden regime
p=0WN).

2. General theory of GLM regression

2.1. Definitions and notation

In generalized linear regression models, the probability (density) of observing an outcome
s € § depends on the values of covariates z € R” via an expression of the form Prob(s|z) =
p(s|B -z/\/p,0), with 0 representing any auxiliary parameters that are not coupled to covari-
ates. The covariates appear only in an inner product with a vector 3 of so-called association
parameters. The outcome set {2 can be continuous, discrete, or acombination of both (for multi-
valued outcomes), and the auxiliary parameters € can even be a function, as in the Cox model
[69]. We consider MAP inference without model mismatch, where upon observing a data set
D ={(z1,51),---> (zn,sy)} in which all samples (z;, 5;) are assumed to have been drawn ran-
domly and independently from a distribution of the form p(z, s) = p(2)p(s|B*- z/,/p. 6"), the
inferred parameters (B, 6) are those that maximize the Bayesian posterior parameter probability
p(B.60|D):
(DB, 0p(B,0)
JdB'd0" p(DIB',0)p(B',0)

_ MBI, psilB-2i/ /P 0)
[dB'd0 p(B. T, p(silB zi/\/P.0)

Hence, upon taking a logarithm and discarding an irrelevant constant,

Q2.1

i=1 \/_

Choosing a regression model implies choosing a parametrization p(s|¢, 0) and a prior p(3, 0).
We recover ML from MAP regression by choosing the prior to be constant. Our convention to
define GLMs in terms of 3-z/,/p as opposed to 3 - z ensures that even for p — oo the com-
ponents of 3 will typically scale as 8, = O(1). Following mainstream literature, we will for
simplicity choose nontrivial priors only for the coefficients 3, where their inclusion is indeed
most critical, so p(3, 0) o« p(3).

For instance, the simplest GLM is linear regression, where one has outcomes from 2 = R,
two auxiliary parameters 8 = (3, o) with 5, € R and ¢ > 0, and

N
(B, )map = argmaxg g {Z log p <Si|ﬁ;;",9> +log p(B, 9)} : 2.2)

Ps[E, o, ) = @mo?) 8 e 3t 2.3)
In logistic regression, which can be seen as a stochastic generalization of the binary perceptron
[66], we have Q = {—1, 1}, one auxiliary parameter § = /3, € R, and
e5(€+50)

2 cosh(é+5o)°

In Cox regression [69] without censoring we have ) = [0,00) and a functional auxiliary
parameter § = {\(?)}, the base hazard rate, with

1 1
s, Bo) = 5 + ES tanh(§+ o) = (2.4)

P(s|E,N) = X(s) exp {f—ef/jvds’)\(s’)} = —% exp [—ef/sds’)\(s’)] ) (2.5)
0 0
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For Cox regression with censoring, 2 = [0, 00) x {0, 1} (the outcome is a pair (7, r) of an event
time ¢ and a binary label r indicating whether the event was a primary one or censoring), with
two functional auxiliary parameters 6 = {\o(7), \;(£)} (the base rates of the primary and the
censoring events), and

P TE Do A1) = At exp [56,-1 - / df Mol — / dr%(r’)] . 2.6)
0 0

In proportional hazards ordinal class regression with C discrete possible outcomes we have
Q={1,2,...,C}and 6 = (\a,...,\c) € RE !, with

C+1

plelé Na, s Ae) = (1=pelé, M) ] P(e'le A 2.7)

d>c

PAIEN) =0, PCHIEN =1, 1<c<C:plelé,N) =e P,

2.2. The information-theoretic overfitting measure

We follow closely the procedure in [62, 63], which can be adapted to arbitrary GLMs with
only minimal change. We start from the observation that MAP regression for any model of the
type p(s|z, @) (whether or not of the GLM form) is equivalent to minimization over the model
parameters 6 of the quantity

Q6|D) = D(pp|pe) — N~" log p(6). (2.8)

Here pp is the empirical distribution of covariates and outcomes in the data, p(s,z|D) =
N3 yO(s—5:)3(z—2:), D(pp|| pe) is the Kullback—Leibler distance

pslz, D))
pslz.0) )’

and p, is the assumed parametrized regression model, with covariate-conditioned outcome
probabilities p(s|z, @). For discrete variables, delta functions are replaced by Kronecker delta
symbols’. Assuming that our data were indeed generated from a model of the assumed form,
with (unknown) parameters 8*, a transparent overfitting measure can be defined as E(6”, D) =
ming Q(0|D) — QO] D), giving

D(ppllpe) = / dzds p(s,z| D) log ( (2.9)

N

ey )L Psilzi, 07)\ 1 pe’)
E(6", D) = min {NZ log ( ol 0) ) + log ( ) ) } . (2.10)

i=1

Perfect regression would give E(6*, D) = 0, finding E(8”, D) < 0 implies overfitting, and find-
ing E(6%, D) > 0 implies underfitting. In GLMs with the MAP regression protocol (2.2) the
parameters would be 8 = (3, #). Our calculations focus on evaluating the average of (2.10)
over the possible realizations of the data set D, whose samples are drawn randomly from
p(s,z) = p(s|z, 0°)p(z) for some p(z). The average is handled using the replica identity

(log Z) = lim n! log (7", .11)

7 Note that this definition is very different from the Kullback—Leibler distance employed in e.g. [64, 65], which, in our
present notation, measures the deviation between the parameter posteriors p(6)| D) computed before and after removal
of a single data sample.
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and we write the minimization as the computation of the ground state energy density of a
statistical mechanical system with degrees of freedom 8 € R?” and Hamiltonian

* p(s,\z,,@ ) P(e*)
H(6|0% D) = 121 (p( |”0)>+10g<p(0)>. (2.12)

We can thus model MAP regression as the zero noise limit of a stochastic minimization of
H(0|0%, D) at inverse noise level ~, giving, with the help of (2.11),

(E(0, D))y, = lim E,(6"), (2.13)

E(0) = —aa;]<log /dO e_”H(”t'D)>
D
n/ o —y> n_ HO"|6%D)

/ ...do <e " >93

" p(9“)]”
..do

H [p(ﬁ*)
/dzds @)pslz. 0*)H {”“'z’ea)r N (2.14)
p p p(s|z’ 0* N :

Integrals over outcome variables become summations when these variables are discrete, and
integrals over functional parameters are interpreted as path integrals. In the alternative limit
~ — 1 the quantity E,(6") would involve the average over all data realizations of the Bayesian
estimator, E,(6") = ( [d8p(8] D)Q(O| D) — (6" D)),

Application of expression (2.14) to generalized linear regression models implies setting
0 — (8, 0) and p(s|z, 0) — p(s|B3-z/./p. ), so that we obtain

I
L
L

|
|

2
o
<

|

L
3

|

|
R

—

o
Qi

(E(B.60". D)), = lim E,(3,0), (2.15)

with

L o Y B EL 1 n 1 n p(,@)
E(8,6") = }I%MN” 10g/d9...d9 /dﬁ BH{p(ﬁ)}

a=1
N
, @ go v
{/dzdsp(z)p(slz,ﬂ 9*)1—[ [%} } : (2.16)

2.3. Replica analysis in the regime p = O(N)

In appendix A we compute (2.16) for N, p — oo with fixed ratio ¢ = p/N, assuming p(z) to
be a zero-average distribution on IR”, and for L2 priors p(3) o exp(—n/3*).8 We include this
derivation, which follows [63], for completeness. The outcome of the regression process is

8 Note that this latter choice would become p(3) exp(fnpﬁz) for the alternative convention where the association
coefficients are not rescaled by /p, i.e. for GLMs written as p(s|3 - z,0).
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characterized by the values of a finite number of order parameters’, in terms of which one can
quantify the relation between inferred and true regression coefficients. The result of appendix
Ais:

1 1 .
ng?o E(B".6") = /Dyo/dsp(s|S<a>7y0,9*) log p(s|S{a)?yop, 0%) — (nS?

) a? -2 a?
A <a><2m+ga> <(2m+ga)2>

1 a L
“(arrean) 1 (agar ) | = oo Jasrisaboo

™ nypW(s\uy—Fwyo +vz, 9) log p(s|uy+wy0+vz’ 9)
[Dy p(s|uy+wyo+vz, )

, (2.17)

with the shorthand Dz = (27r)‘% e~27dz. Brackets denote averages over the limit p — oo of
the eigenvalue spectrum o(a) of the p X p covariate correlation matrix A, with entries A, =
J dzp(2)z,z,. This result depends on the true association parameter vector 3 only via the
asymptotic rescaled amplitude S* = lim, ,,,p~'3**, assuming the components of 3* to have
been drawn randomly from a symmetric distribution with finite second and fourth moments.
Of the covariate covariance matrix A we only require that its eigenvalue spectrum obeys
lim, ., [ dao(a)a € R and lim, ,op~" [ da p(a)a* = 0. The order parameters (u, v, w, f, g, 6)
are determined by extremization of the following quantity, which acts as a free energy density:

Urs(u, v, w, f, g,0) = Vas(, v, w, f,g) — Uhs(u, v, w, 0), (2.18)
with
URs(-. ) = —%C(g+f)u2 - %Cg(v2+w2)
+lC {w2 (a) <a72>_1+<10g Qyn+ga) +f <L>}
2 2yn+ga 2yn+ga
(2.19)

1 .,
TE(.) = /DyoDz/dsp(s\S@l)zyo,9*)10g/dyp’(s\uy+wyo+vz, 0).
(2.20)

Here 6* are the true (unknown) auxiliary model parameters assumed to have been used to
generate the observed data. The physical meaning of the two main order parameters, expressed
in terms of the MAP-inferred parameters 3 and the true parameters 3* responsible for the data,
is

= li s Af (ﬁ*'AB)Z 2 2.21
v=im\ B P AP s 220

9 The order parameters have been determined within the so-called replica-symmetric (RS) ansatz, which implies the
assumption that the stochastic optimization process at finite -y is ergodic.
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/1 pAB
=1 — 2.22
g p‘i?o<¢wm>ﬂ o

Perfect regression, i.e. 3 = 3*, would give v = 0 and w = limIHOO< JCRE AB*/p>D.

In the limit v — oo the maximization of the posterior becomes deterministic, and we recover
the formulae describing MAP inference. In the precursor studies [62, 63] it was found that the
canonical scaling of the RS order parameters for large -y is

u=1i/\7q, vwl=001), g=gv, f=fr (2.23)

Assuming this scaling to hold more generally gives

im Luiso= e dwra (SN L[ >_m} — g0 +u)
=00 7Y RSt 2 2n+ga 2n+ga ’

(2.24)

1
lim —Wh(...) = /DyoDz /dsp(s\S(aﬁyo,H*)

=00 7y

1 2
x lim flog/dy e*%y‘2p’(s\uy/\/§+wyo+vz,9)
Y00 7y

1 . 1
= / DyoDz / ds p(S\S<a>5yo,9*)ngg {log psliy+wyo+vz, 0) — Zyz}
:

(§—wyo —UZ)Z] .

1
— 2 * _
/ DyoDz / ds p(s|S(a)2yo, 0 )Iggg {log ps|€,0) P

(2.25)

We next abbreviate EA(]‘,g,zZ,v,w)zlimw_mc V‘I\I/ARS(...) and Zp(u,v,w,0) =
lim, o 7 'WRs(...), and write the various averages as (...) = [DyoDz... and

(f(s)), = [ds p(s\S(aﬁyo,H*) f(s) (with the integral over s replaced by a sum if s is
discrete). We also define

1
&(p 0,5, 0) = argmaxeeg |log p(s|¢,0)— (E—p)*/o?| . (2.26)
2

A sufficient condition for £(y, 0, s, 0) to exists is that argmaxecirp(s|¢, 0) exists for all (s, 0),
which we have found to be true in all GLM models considered so far. Note that £(u, 0, s, 6) is
the solution of

)
o€ log ps|E,0) = (E—p) /o’ 2.27)

Hence we may write the model-independent part of the quantity to be extremized as

= (% = 1 2 @\ - a N T
HA(f;g,M,’U,’LU)— EC {’LU <a> <277+§a> +f |:<277+§a>_ :|_g(’l) +w )}a

(2.28)
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and the model-dependent part as

Ep(it, v, w,0) = <<<1g1?3§ {log Pl 9)—%(€—wyo—vz)2/ﬁ2] >>>

Y
= <<< {log (s, 9)—(511)2})%} 5_5('11,ry0+'1;z,ﬁ,s,0)> >> . (229

The RS order parameter equations can then be written as

Za _0Ex _ 95
of 0z 0
8EA _853 EA _853 EA _aEB

O ou’ v v Ow  ow’

=0, (2.30)

2.31)

In appendix C we analyse and simplify these RS order parameter equations further, and find
that we can rewrite our closed MAP order parameter equation set as:

a _~2
<2n+§a> - (2.32)
2 a2 —2< a3 >_ B B <L> -,
v [<a> <277+§a> (2n+ga)? =7 n+gay/ v, (2.33)
{(lewyotvz,it,5,0) —wyo—vzl?))) = ~C firt, (2.34)
(@) wyo+vz.it, 5,0))) = 1 — (gir®, 235

1 S(a)?yo, 0* 2\
<<<§(wyo+vz, 5,02 108 P (S(l)yi@ Y0 )>s>>=gwa2 <a><2ni-§a> . (2.36)

<<<w > >> “o. .37
00 E=E(wyg+vz,it,s,0) s

The function &(u, o, s, #), defined as the solution of (2.27), obeys lim,_,0&(u, 0, 5,0) = p. Its
partial derivative (0;&)(u, 0, s, ) follows upon working out the partial derivative with respect
to p of (2.27),

_1_ 099 p=§
0= 2 + Dy D€ {85 log p(s|&,0) + = ] . (2.38)
Hence
) _
D6, 0,5,0) = {1 - UZW} (2.39)
af £=£(1,0,5,0)
and
2 —-1
(D1€)(wyo+vz, il, 5, 0) = {1 - azak’g—W} (2.40)
85 E=E(wyg+vz,it,s,0)

10
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2.4. The limit ¢ — 0 for ML regression

For n=0 we revert back to ML regression. Here equations (2.32) and (2.33) sim-
plify to g=1/#* and f= —v?/i*, equation (2.37) remains unaltered, and the three
equations (2.34)—(2.36) referring to extremization over (i, v, w) simplify to

{{1e@yo+vz, it, s,0)—wyo—vz]*) ) = (v°, (2.41)
{0 & (wyo+vz,it,5,0)), ) =1 -, (2.42)

<<<£(wyo+vz, i, 5,00 108 P (%Sy(a)zy 0’9*)> >> = Cw. (2.43)
0

As a test, let us consider the classical regime ¢ — 0 where the number of samples is much
larger than the number of covariates. We can show relatively easily, for any model p(s|¢, 6),
that in this limit the remaining ML equations are solved by the correct solution (&, v, w, ) =

(0,0, S(a) 2 ,0%), as one should expect. To see this we use
1133 E(wyo+vz, i, 5, 0) = wyo+vz, (2.44)

lim () (wyo+vz,t,5,0) = 1. (2.45)

Upon inserting (i, v, w, §) = (0, O,S(a)é,ﬁ*) we find that (2.41) and (2.42) are trivially
satisfied, whereas (2.37) and (2.43) reduce, respectively, to the trivial statements

o /{2 og pslwyo, %)
B 89* s

o |
= /D}’o /dswp(ﬂS(a)Z,Voﬂ*) =0 (2.46)
and
< <3 log p(swyo,e*)>>
= %/DYO)’O/ S*P(S|S YO,G )=20 (2.47)

3. Link between true and inferred association parameters

3.1. Replica evaluation of the joint distribution

We can also calculate the (probabilistic) relation'® between the true parameters B* and the

MAP-inferred values ﬁ# in regression models of the GLM form. The relevant object to be
computed in the case of MAP regression with prior p(3) and data D = {(z1, s1),...,( 2y, Sn)}
is the joint distribution

0B — B, 3.1

Z fd@dﬁ e log p(@, ﬁ\D)(;@ 5u)

P, B D) = 1 fdeﬁ e log p(0.3|D)

uzl

10Note that, although anticipated at the time, this was not yet done in the previous studies [62, 63].
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with the posterior parameter likelihood

w6, 8Dy = PP OILL, psilB 2/ VPO
| JdB'do'p(B, 9/)1_[5‘\’:1 psi| B zi/ /P, 0")

The limit v — oo ensures that the integrations in (3.1) are dominated by the parameter values
where p(, 3| D) is maximized. Hence the fraction in (3.1) reduces to 6(5 — B,,), where B u 18
the MAP estimator of the parameter 3,,, given dataset D. Note that for v — 1 expression (3.1)
would have reduced to the joint distribution of true coefficients and their Bayesian estimators,
viz.

(3.2)

1 14
PGFID) =S8~ 5) [ 4846 BIDI(E - By (3.3)

pn=l1

As always we are interested mainly in the typical form of P(5, 5*| D), so we average over
the possible realizations of the data set D, assuming all samples (z;, s;) to be drawn randomly
and independently from p(z)p(s|3™ z/\/p. 0*):

P, 5) = (PB B D)y

=00

log p0.BID) 53 —
<fd9dﬂ e log 1 o3 B/,,)>. (.4)

N .
= lim ]_72 o(B"— ﬁu) fd@dﬁ e log p(8,8|D)

pn=lI

Upon inserting (3.2) into (3.4) we obtain for this D-independent joint distribution:

1<
P(B.AY = lim > 58"~ B

pn=lI

< Jd0aB[MBPOTL, sl -2/ /5.0)] 55— 5. > .
X 7 . .
[d648 | PBPOTTL, sl -2/ .0)]

We can evaluate (3.5) using the following alternative form of the replica identity, which can be
shown to be equivalent to the previous version (log Z) = lim, ,n~' log (Z"),

d s . n—1
<W> - 1§0n< [ / dx w(x,y)f(x)] [ / dx w(x, y):| >
V y

znion/[n dxal f(x‘)<H w(xa,y)>
a=1 a=1

y

(3.6)

Application of this identity to (3.5), with the choices x — (0,8), y — D, w(x,y) —

[p(3, 9)1‘[?:1 pilB - zi/\/p, D], and fix)— (B — B,), followed by working out the
definition of the average over the data sets D, gives

1< - .
(8.5 = lim lim > 68"~ B / { | JECR AV CRY) } 88—,
pn=lI

a=1

n N
X {/dzdsp(z)p(sﬁ*-z/\/_,e*)n [p(s|ﬁ”-z/\f,9“)]"’} NEN))
a=1

12
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In appendix D we calculate the limit p, N — oo of (3.7), for finite ratio ¢ = p/N. This builds
on the replica calculation in appendix A. For the simplest case of uncorrelated and normalized
covariates, i.e. A = I, we find that

. *\ 1 —LB—wp* /)2 /v?
Jim P = e 15 (3.8)
This confirms what was suggested by simulation data and exploited in [62]: if we plot inferred
versus true association parameters in a plane, we will find for L2 priors and uncorrelated covari-
ates a linear cloud with slope w/S and zero-average Gaussian noise of width v. We have now
proved this analytically, for any generalized linear model. For the more tricky case of cor-
related covariates, i.e. arbitrary covariance matrices A subject only to the spectral conditions
lim, o (a) € R and lim,...p~" (a*) € R of appendix B, we find

lim P(3, ") = lim Iy _ 56— B
i PRI f2m FII@A + 20D AGA + 20D,

(3.9)

~ 2 .
% e—% [B+do[(§ﬂ+2nA’1)’lﬁOJ,l] /|1 FIIGA+2nD) L AZA+27D) ! Tan

Once more the inferred vector B depends linearly on the true vector 3*, supplemented with

Gaussian noise. However, in the presence of covariate correlations, we obtain a scalar relation

,3 = k3" + noise typically only when 1 = 0 (i.e. no regularizer, giving ML regression).
Expression (3.9) is consistent with the more general propositions

<B> — —dolal + 2011 B, (3.10)
(BuBy) = (Bu) (B.) = 1711@A + 2D " AG@A + 2D L G3.11)

Using expression (D.10) for dy, and ¢y = S{a) 2 w, we can write (3.10) also as

2

2\ w(aﬁ a - -1 ax
<ﬁ>_ : <2n+ag> (gl + 2741171 8". (3.12)

When covariates are correlated, MAP regression with Gaussian priors sufficiently strong to
have an impact will for finite ¢ > 0 notjust rescale the length of the inferred association vectors
but also change its direction. Only for small 17 or weak correlations (or if by accident 3* happens

to be an eigenvector of A) will the relation between < B> and (3" reduce to scalar multiplication.

This is reminiscent of what happens for linear regression, and we will explore the connection
in more detail in a subsequent section. It is interesting that the form of the above expressions
is universal; GLM model dependencies enter only via the order parameters (Zio, jNF, 2).

Since the vectors and matrices in (3.10), (3.11) have diverging dimensionality as p — oo,
it is not possible to derive these propositions directly using the steepest descent route fol-
lowed in deriving (3.9). Only for linear ML regression will we be able to confirm (3.10), (3.11)
rigorously. However, in addition to simulation experiments with different models (described
in a subsequent section), one can envisage several indirect mathematical tests of expressions
(3.10) and (3.11). First, they can be used to compute the two order parameters ¢y and C, test-
ing their consistency with our RS order parameter equations derived earlier. This gives, using
appendix B,

13
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p
o = lim =37 (B,)Aus: (3.13)

pr=1

L ] »
- w<a>2 612 im 1 o~ —142 * L
+ 1 Bil(gA+2nD) A%, 6 = 28,

S <27’] Cl§> p—>loo pz /1[(g n ) ]/, v 'U)<Cl> S

pr=1
1 /s
¢ tim 33 (38 ) A

— lim ll)Tr [Iﬂ [(gA+2nI[)‘1AZ(§A+2n]I)"}

P00
wia) ) @@ \ . 1
—) lim — gA+2nD) A3 GA+20D) 1,8 8"
S2 <277+ag> P00 p'uyz::l [(g 77 ) (g + T} ) ]// /8/1/6
- a? 5 > -2 &
= — ) tw (a _ _ ) 314
|f| <(277+ag)2> < > <2’l7—|—ag> <(277—|—ag)2> ( )

Clearly, (3.13) is identical to the result of combining the first identity of (A.26) with the expres-
sion for S in (A.29). Similarly, upon combining the third identity of (A.26) with lim,_,c u =
lim, o t//7 = 0, we find that (3.14) gives in the limit v — oc:

24 2—f|<L>+ 2<>< < >2< @ > (3.15)
S EUINenragr/ Y Y\ mraz/ \@ntazr /)

which, in combination with f < 0, reproduces equation (2.33). Hence one can compute the
correct RS order parameter equations from (3.11), (3.12). Secondly, in the ML limit 1 — 0,
where we know that \]~‘| = v?g?2, the formulae are seen to simplify as follows, confirming en
passant an ansatz made in [63]:

(B) = w/she. (B)-~(5,) =v@a,. (3.16)

As a third test we can also verify from (3.10), (3.11) our earlier resuths for uncorrelated and
normalized covariates. Substitution of the appropriate values A =1, f = —v*fut, 2n+ g =
2, and dy = —w/Si? into (3.10), (3.11) gives indeed the correct expressions

(B) = wiom. () (3) = G3.17)

3.2. Correction of association parameters for overfitting effects

To work out the replica order parameters and all associated theoretical predictions in practice,
we first need to estimate the true covariate correlation matrix A from the available covariate
samples {zy, . ..,zy} (Which s a standard statistical problem in portfolio theory), and the value
of S (which controls the amplitude of the unknown vector 3*). The latter can be found for
sufficiently large p by evaluation of p~! B-AB3, using the outcome 3 of MAP/ML inference on
the given data, in combination with equation (3.14). One similarly uses the MAP/ML inferred
auxiliary parameters 6 together with their associated order parameter equations that express the
link between 6 and #* to eliminate the need to know #*. Once A, S, 6*, and the solution of our

14
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RS equations are known, qxpressions (3.10), (3.11) allow us to construct alternative estimators
from the MAP estimator 3 of the association parameters, decontaminated from the distorting
effects of overfitting. To compactify notation we first define two p x p matrices G and =:

G = |do|[g1+2nA" "7, (3.18)

E = |flGA+2nD) ' AGA+27D) ", (3.19)
with which (3.10) and (3.11) become

<B> = G/B*’ <Bu3v> - <Bu> <BV> = E;uw (3.20)

Both G and E are symmetric matrices, which commute, and E = | f|dy;2GA™'G. We will limit

ourselves to linear correction protocols of the form B — B* = FB , where the correction matrix
F is restricted to be non-stochastic. One could a priori envisage several natural criteria for
determining F, dependent upon the desired properties of the new estimator 3*, such as:

(a) Removal of the inference bias, i.e. <B*> =3

(b) Minimization of the expected MSE (mean squared error) Zzzl <(BA/*, — ﬁ;)2>.
(c) Minimization of the expected generalization error.

In appendix E we show that, somewhat counterintuitively, minimization of the generaliza-
tion error can lead to nonsensical results (an excessive bias and a hyperconfident outcome
prediction model), and should therefore not be used. We will next compute the correction
matrices and corresponding new estimators for the more reliable criteria (a) and (b) in explicit
form.

Criterion (a), removal of inference bias, is immediately seen to require choosing F oy = G! s
giving the new and unbiased estimator

B = |do|'[31 +2nA~"1B. (3.21)
Its variance is
~ ~ 0\ 2 ~ o~
<ﬁf> - <ﬂz> = (|f1/d3)A™ ) (3.22)

Next we work out criterion (b) for large p, assuming the various matrices to obey the
conditions of appendix B, so that we may use expressions such as P_IZW g,ﬁ;M;wﬂﬁ =
(82/p) TrM + o(1). The objective function to be minimized over F then becomes, after a
rescaling by p to ensure that it is O(1) as p — oco:

) - - (FB—p7)

Iz vp

1 2
== FuFulZ, + (GB)(GBY),] + §* — ;Zﬂ;FWGW 5+ o(l)

Hvp nvp

1 s 282
- ;Tr(FEFT) + ) FuFuGiaGoy + 8 — TZFWGW +o(1)

HVPA pv
=W F) + Q)+ o(1). (3.23)

15
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with

2
W(F) = ]l)Tr(FEFT), W(F) = S;Tr[(FG—I[)T(FG—I[)]. (3.24)

Removal of the inference bias gives €, (F) = 0 (achieved for F = G, following the previous
criterion (a)), and removal of the inference noise gives 21 (F) = 0 (achieved for F = 0, or for
any F if 2 = 0, i.e. if the MAP inference is already noise-free). Hence we can interpret €2, (F)
as the error contribution from the noise, and 2, (F) as the error contribution from the bias. In
criterion (a) we minimized (2, (F) and this would generally increase €2; (F). Minimizing (3.23)
requires balancing the two error sources. This is the bias-variance trade-off in inference [80,
81]. However, since Q)(F) is quadratic in F we can find the location of the overall minimum in
explicit form:

Fop = (E/S*+G*)'G, (3.25)

1
Qmin = =~ Tr (S 2I+E'GH) . (3.26)
P

4. Applications to specific regression models

We now apply the generic replica symmetric MAP order parameter equations (2.32)—(2.37),
where £(u, 0, 5, 0) represents the solution of (2.27), to different regression models of the GLM
family. We test the predictions of the theory for MAP and ML regression against measurements
of simulations with different outcome types and models, and with synthetic data. In all cases
we will for simplicity choose the covariate distribution p(z) to be Gaussian, with zero average
but potentially correlated components {z, }. For the p x p covariance matrix A with entries
Ay = (z/,,z,,> we will make the following choice, with € € [0, 1]:
A, =1

o
Apppt = Apprp = €
A, = 0 for all other entries. “.1)
This describes pairwise correlated covariates. The matrix (4.1) obeys the conditions in

appendix B, and is trivially diagonalised to give o(a) = 18(a—1+€) + $6(a—1—¢), enabling
precise tests of the predictions of the theory.

4.1. Linear regression

Replica equations for MAP linear regression. The simplest case of a GLM corresponds to
linear regression, where the outcomes of ML and MAP regression can in principle be computed
in explicit form. It therefore serves as the simplest test for our general equations. In linear
regression we have § = (3, %) € R? and

PGIE 0) = (2?77 e 0, “.2)
Here we find that

p¥* + o*(s — Bo)

&(p,0,s,0) = o 4.3)

16
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Hence (9,&)(u, 0,s,6) = ¥° /(0* + ¥?), and upon working out the relevant derivatives of
p(s|€, 0), we find the following closed set of MAP order equations:

a _ 2

a2 -2 & 1 i 2 2 4
<a><2n+ga> <(277+§a)2>_ _f<W>—v, 4.5)

/ Dt {({(B— o+ Sl —wpo+T1-v0?) )) = CFEP4RP,  (46)

2

1 ]
RS @
S _ cwla?
= 48)
A ()
By — Bo =0, (4.9)
1 Y2+ i)
/Dt (((185—Bo+(Sta) —wiyo+ Tre—vzl?) )) = % (4.10)

Thus one always has 8y = 3, and the other equations can be compactified to

a o r IR
<2v7+gva> =, S ==Cf =G 4.11)
2 a2 —2< a3 > - E <a72> o
N |}® <277+§a> (2n+ga)? ! f (2n+ga)? =v, (4.12)
S v/oa \ !
e Cw<a>2<2n+ga> ’ 4.13)
(S(a)? —w) + 02457 = (52 + i/, (4.14)

Via substitutions one can reduce these coupled equations to a single nonlinear equation for g,
the numerical solution of which then generates the other order parameters (v, w, f, u, ). With
the short-hand ayy = (a*/(2n+ga)") this equation takes the form

g_l = ((1—Cgaiy) [Sz(alo—zgazl—|—g20432)+2*2] + (gas. (4.15)

Similarly, using the above formulae we can also simplify the predictions (3.10), (3.11) to

<B> =@+ a7 (4.16)
8
32 5\ = ; ﬁ —1\4 -1 ﬁ -1
<Bu> - <5/1> = szgz [(I+4 Z A HA I+ Z A D 4.17)

For uncorrelated covariates, i.e. A = I, these results are consistent with the well-known asymp-
totic behaviour of linear estimators with large random measurement matrices [8§2—85]. Setting
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n = 0 brings us from MAP regression to ML regression. Here we find that the above equations
reduce after some simple manipulations to

¢

w=S5a? L=3V1-C a=3"/C v=3%" e (4.18)
(B) - ()~ (5. - rEgra

Thus also the association parameters will on average be inferred correctly in ML, but there will
be increasing overfitting induced noise (diverging at the transition point ¢ = 1), and under-
estimation of the true uncertainty ¥* in the outcome predictions.

Direct solution. For linear regression we can go beyond testing the replica predictions
against numerical simulations, since the regression problem allows for exact solution. The
parameter to be inferred are 3 and 3, whose MAP estimators are

N .
5 & . 1 B2, 2
, X)) = arg min, — L N log X+ . 4.20
(B.%) = arg 5,2{222;(5 Jp )N Tog B (4.20)
This minimization results in the following coupled equations, with the empirical p x p
covariance matrix A with entries AW =N"! Z,< N ZipZiv:
N .

~ l ﬁ V4
2 - 2, 4.21
N ;:1 (s /P ) (4.21)

Bu=>"(2nc1+4)

v

-1

C N
— iS;- (4.22)
s

122

The direct solution is formulated in terms of the empirical covariate covariance matrix A,
whereas the replica analysis involves the true population covariance matrix A. To understand
the connection between the two descriptions, we need to compute disorder-averaged quantities
from the above equations. To do this, we assume, as in the replica analysis, that the data are
generated by a linear model of the type (4.2), with unknown parameters (3", ¥*). Hence s; =
B*-zi/\/p+ X", in which all £ are i.i.d. random variables, drawn from p(§) = Qr)~1 e 3¢,
We will show below that in ML regression S is self-averaging for p — oo, so that for large p
we can evaluate the distribution of inferred association parameters, averaged over all possible
realizations of the data, i.e. over all {£;,z;}:

. R S % (L
P(B) = ((0|B— @I +A) '<A6*+ zi5i>]>>
<< [ \/ﬁ; {€z}

= </dx eix‘(ﬁéﬁ*)%C(Z*)zx»éAIGx>
d
2m) @

= / dAWA) N (B|GB*,2(2*GA™'G), (4.23)

with G = (14+27¢22A 1), and
e 3B-w="B-p
NQPB|p,2) =

V2 Det &

18
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P N
P(A) - < H 0 |j&m - %Z Zi/tzil/] > . (4.25)
i=1

/w:l {Z}

Thus P(B) is an average of Gaussian distributions, each weighted by the measure P(A) of
empirical covariate covariance matrices. The integral in (4.23) is still defined over all p x p
matrices A.

In appendix F we evaluate (4.25) and (4.23) further for the choice p(z) =
[27)~P Det A]% e’%“‘z, and show that here P(B) can be written as the following inte-
gral over the space (2, of symmetric positive definite matrices, involving the Wishart
distribution W(A) [87] with N degrees of freedom:

P(B) = | AAWA)N(B|GB*,2(S2GA'G), (4.26)
Qp
with
L e—%NTr(AA’l)(DetA)%(N—P—l)
W) e (4.27)

Z(A) = / dA e VT Det 4)zV-p-D
Q,

1
5N

2 Np/2 1 1
:(ﬁ> 7P~ D(Det A)2V H N6} (4.28)
J=5(N=p+1)

From the properties of the Wishart distribution follow average and variance of the entries of
A, which confirm, as expected, that A=A +OWN" 5 ):

~ ~ N 2
<A/u/> - A/w, <A/2”,> - <A/w> - NilA/u/“‘NizA/l,//Auu- (429)

The integral in (4.26) is still nontrivial, so we now focus on the case of linear ML regression
and take the limit 77 — 0, where our previous result simplifies considerably. We define the p x p
matrix with entries C,,, = p~'(8,— 8;)(, — ;). This leads to

dA e—%NTr(AA*I)(Det A)%(N—p—l)
Q, Z(A)

P(B) = N@B|B%¢E)A™
_R2a¢s R

“ 1 Aca—l *)2 Al
1A ¢ INTIAUHC/CEDD) Dy 4)3N-P), (4.30)
Z(A) /Qp

This is again an integral of the Wishart form that can be evaluated analytically, now with N + 1
degrees of freedom. Thus we get

NP2 3PNAED (L (N4 1))y/Det A

*\2 7#
[ PIPPT AN —p+ 1)) [Det(I+AC/(X)H)] 2. (4.31)

P(B) =

Finally we use the identity
(B—B"-AB-B"
pE*)?

19
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to show that P(B) is for any (p, N) amultivariate student’s #-distribution with N — p + 1 degrees
of freedom:

NI
A _n DAWN+1)  DetA B-BY-AB-B| °
PB) = 21 . (433
B = TN =pr 1) [P I *+35)
Equivalently we can write 3 = 8* + A > x, where
PAN+Y) 7 [ 2 ]‘EF
P = 2 1 4.34
O = tawN—pr ) e | e 434

Mean and covariance matrix of (4.33) are in the limit N, p — oo, with p/N = ( fixed, exactly
as predicted by the replica theory, since

<B/,,> =B, (4.35)
A5 A A\ S 1
(BuB) = (Bu) (Br) = =@ D + O (436)
Along the same lines one can also compute higher order moments of P(B), giving results such
as
1. : 1. :
<[—(ﬂ—ﬂ*)2} > - <—(ﬂ—ﬁ*)2> =0(p™) (4.37)
p p

Although (4.33) is itself not a Gaussian distribution, for the marginal distribution of any
finite set of components of B it predicts Gaussian statistics in the limit p, N — oo with fixed
ratio ( = p/N. It is a general property of the multivariate student’s 7-distribution that all its
marginals also obey multivariate student’s ¢-distributions [89]. Let us define the set of indices
corresponding to non-marginalized components of B asS C {1,..., p},and write these com-
ponents as 3 = {3, 1 €S}. We also define an |S| x | S| matrix A, defined by the property that
(AN, =@, forall (u,v) € |S|?. Then the marginal distribution for B is [89]:

B-p-A@-py]
P(B) o | 14722 (4.38)
pE")?
For |S]| finite and p, N — oo with p/N = ( fixed, we can expand this and find
. 1 BB ABB O]
P(B) o ¢ damr B-BIAB-BI0wT (4.39)

So in the relevant limit, exact evaluation of P(B) gives for linear ML regression a Gaussian
distribution for the marginals (if |S| is finite), with, upon using (A‘l)/,,,, = (A’l),,y and in
accordance with (4.35), (4.36),

N (53N (5N(5) — SEP
nveS: 5/1 = B/n /B/LBV - 6/1 Bu) = 1—¢ A )/w~ (4.40)
We conclude from the above analysis that, in those cases where exact evaluation enables direct
comparison with the predictions of the replica theory (i.e. for linear ML regression), there is
full agreement between the two, and that the two propositions (3.10) and (3.11) hold. Going
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beyond ML to do the same test for linear MAP regression requires evaluation of the integral
in (4.26), which we have so far been unable to do.

The direct calculation of the statistics of the inferred noise parameter 3 in ML linear regres-
sion also confirms the replica prediction. After some simple manipulations one finds that 32
can be written in terms of the data as

. 2*2
32 = Z&{ i - z, A- z,}gj (4.41)

lj_

We define the p x N matrix Z with entries Z,; = z;, / V/N. The characteriztic function of the
distribution P(%?) of ¥.? over the realizations of the outcome noise £ is

S(k) = /D£ eik%*zg»mfszlzm
1
-2
{Det ((1— %E*Z)M 2ik iy AV 12)] . (4.42)

We note that ZZ = A, from which it follows in turn that (Z'A~1Z)? = Z'A~'Z. Hence Z'A~'Z
is a projection matrix, with eigenvalues 0 and 1. Moreover, since Tr(ZTA”Z) = p, we know
in fact that it has precisely (N eigenvalues 1 and (1 — ()N eigenvalues 0. Hence, for any
realization of the covariates we have

2ik2*? 2ikX*? 2ik3*?
Det |(1— I ZIA7'z) | =a- (1=ON 4.43
e {( N N+ N )] ( N —) (4.43)
so that
2iky*2
ol = (1- 2oy o (4.44)

We recognize that this is the characteriztic function of the gamma distribution, with average
(1 — O)¥* and width ¥*2,/2(1—¢)/N. Hence by obeys the gamma distribution and is self-
averaging with respect to the realization of the data for N — oo, and limy_,+, Y= /1 —(,
confirming the prediction in (4.18) of the replica theory.

Numerical simulations of MAP linear regression with correlated covariates. The result of
solving numerically the RS order parameter equations in the presence of covariate correla-
tions of the type (4.1) is shown in figure 1, where we plot the resulting values of the order
parameters v and w and the inferred noise strength > together with regression simulation data
(for synthetic Gaussian covariates), as functions of the ratio ¢ = p/N. In these experiments we
chose 3y = 5 = 0, for simplicity. Once more we observe excellent agreement between theory
and simulation. In the top row we also plot for each parameter combination the MAP-inferred
parameters B , versus the corresponding true association strengths 3, for pooled data from 20
regressions. In the two columns on the right we see that the width of the data cloud (top pic-
ture) reflects inference noise in the case where ¢ = 0 (no covariate correlations), with a larger
v, whereas for ¢ = 0.75 the inference noise is reduced, so that there the wider cloud reflects
the correlation-induced bias.

These data also enable us to tests our two protocols (3.21), (3.25) for correcting the MAP
estimator of the association parameters for the distortions caused by overfitting. See figure 2.
We plot the slopes of the data clouds of estimators versus true parameter values, as shown for
¢ = 0.5 in the top row of figure 1, including the MAP estimator (red circles), the minimum
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Figure 1. Results of linear MAP regression simulations with Np = 400 000 and 3 = 0,
for different combinations of 7 (regularizer), e (covariate correlations), and X* (true
noise strength). In all cases S = 2. Top row: inferred versus true association parameters
for ¢ = 0.5. Second and third row: order parameters w and v plotted versus (. Bottom
row: inferred noise strength 3 versus (. Each simulation data point represents average
and standard deviation computed over 400 synthetic data sets and regressions. Solid
curves: theoretical predictions obtained by solving the RS equations.

bias estimator (3.21) (blue squares), and the minimum MSE estimator (3.25) (green crosses).
For linear regression with small regularizers (i.e. small 1) the slopes of the data clouds for the
MAP estimator are very close to unity, the inference bias is weak, and hence the red and blue
data points coincide (debiasing makes no difference). For stronger correlations and stronger
regularization (column on the right), this is no longer true. Similarly, the MSE values of the
minimum MSE estimator (3.25) (green) are as predicted indeed always identical to or below
those of the other two estimators.
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n = 0.01, e=0, n = 0.01, e=0.75, n = 0.01, e=0, n=0.1, e=0.75,
¥*=0.1 »*=0.1 ¥*=0.5 ¥*=0.5
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Figure 2. Tests of the correction protocols for MAP estimators, applied to the data of the
previous figure. Red circles: the MAP estimator 3,,. Blue squares: the corrected estimator
(3.21), aimed at removing inference bias. Green crosses: the corrected estimator (3.25),
aimed at minimizing the MSE. The top row show as a function of ¢ the slopes of the

relation between the three estimators and the true values 3 of association parameters

(the slopes of the data clouds in the top row of the previous figure, computed via least
squares analysis); this slope would be unity for unbiased estimators. The bottom row
shows the values of v/MSE, where MSE = p~!'>" <y B -6

4.2. Logistic regression

Equations for MAP logistic regression. In logistic regression we have s € {—1, 1} (alterna-
tively one could define s € {0, 1}; with our present choice the equations will be somewhat
more compact), with § = 3, € R, and

e5(€+50)

PslE. Bo) = 2 cosh(€+fo)’ (4.45)

Hence O logp(s|€, By) = s — tanh(§ + 3,) and 852 log p(s|¢, Bo) = tanh*(€+Bp) — 1. We
will now compute the various model-dependent building blocks of our general order parameter
equations (2.32)—(2.37). The function &(u, 0, 5, B) is the solution of

s — tanh(¢+ o) = (€ — p)/o”. (4.46)
We switch from £ to the new variable x = s(§ + ), s0 sx — 3, = £. Now
1 — [x — s(Bo + w)]/o* = tanh(x). (4.47)

We next define X(u, o) as the solution of the following transcendental equation, whose solution
is unique since the right-hand side increases monotonically from —1 to 1, and the left-hand side
decreases monotonically from +oo to —oo:

X(p, o) : solution of tanh(x) =1 — (x—u)/oz. (4.48)
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Graphical inspection shows that x(u, o) increases monotonically with both i and o > 0, and
that p1 = x(u, 0) < X(p, 0) < X(w, 00) = oo. In terms of X we may write

§(p, 0,5, Bo) = sx(s(Bo+p), o) — fo. (4.49)

We can now work out the relevant derivatives required in our equations:

O, 0,5, B0) = [1+ o*[1—tanh®(E+5o)]] (4.50)
B

- log p(s|¢, Bo) = s — tanh(€+ o), 4.51)
9B

0 1 1 1

Oy, 108 SISt o 65) = Sla)? [s—tanh(s<a>2y0+55) . (4.52)

Upon substituting the above model-specific expressions for logistic regression into our general
RS order parameter equations (2.32)—(2.37), we obtain

a _ -2
<2n+éa> - (4.53)
2 a’ - a’ > 7 <72> 2
v l<a> <277+§a> <(277+g’a)2 -/ (2n+za) v, (4.54)
(136G tuyotv2), i) o —wyo—ual?),)) = ~C it (4.55)

< ﬁz[l—tanhz(sic(s(50+wy0+vz),12))]]_1> >> — 1 - gt (4.56)

(156t +v. Aol [s—tanh(a) o8] ) ) = £ @' s
' <2n+ga>

(
(

(({s — tanh(sx(s(Bo+wyo+vz), iD))),)) = 0. (4.58)

Equations for ML logistic regression. For n = 0 we revert from MAP to ML regression. Here
we find the usual model-independent simplifications g = 1/it? and f = —v?/i*, the covariate
correlations (if present) drop out of the theory, and the remaining equations simplify to

{((Lsx(s(Bo+wyo+v2), 1) — fo—wyo—vz]*) ) = (v°, (4.59)

<<< [1+ i1 — tanh?(¥(s(Bo + wyo+v2), a))]]‘1> >> —1-g, (4.60)

<<<[s5c(s(ﬁo+wyo+vz), )~ fol [s—tanh(s<a>% y0—|—ﬁ(‘;)] > >> - C“’l, 4.61)
S a 2

{((s — tanh(sx(s(Bo +wyo+vz), ))),)) = 0. (4.62)

For numerical evaluation it is helpful to write (4.62) in an alternative form, exploiting the
equation that defines ¥(j, 0): tanh(¥(u, o)) = 1 — [¥(i1, 0)— ] /0. We see that

tanh(sx(s(By+wyo+vz), 1)) = s tanh(?c(s(ﬁo +wyog+vz), it))

= 85— = [SX(S(50+wyo +02), W)= (Bo+wyo+vz)].  (4.63)
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This enables us to write (4.62) as

Bo = (((sX(s(Bo+wyo+v2), )),)) - (4.64)

Upon finally writing in explicit form all the averages, and after some simple rewriting, we
obtain four equations that can be solved numerically via fixed-point iteration:

1 1
Cqﬂ:/DyoDz{z [l+tanh(5<a>2yo+ﬂa)} [X(Bo+wyo+vz, it)— (Bo+wyo+v2)]?

+ 5 [1-tanh(S(a) fyo+57)| [56(—(50+wy0+vz),ﬁ)+(5o+wyo+vz)]2}, (4.65)

N =

#?[1—tanh?(¥(By +wyo+vz, it))]
1+2[1 —tanh?(X(Bo+wyo+vz, it))]

1 1
¢ :/DyoDz{E {l+tanh(S<a>2yo+ﬁa)}

1 | 1 #2[1—tanh*(R(—(Bo+wyo+vz), it))]

*3 P‘ta“h(s <“>7y°+5°)} 1+@2[1 —tanh?(¥(— (Bo +wyo+v2), )] } - 0o
S 2 1

w— <2“C> / DyoDz [1—tanh?(S(a) Eyo-+ 6| [H(Bo-+wyo-+ 02, 1) + K(—(Bo-twyo-+u2), )],
(4.67)

Bo = / DyoDz {; [1+tanh(S @) 20+ 53) | E(Bo+wyo-+vz, )

1 1

~3 {1—tanh(S<a>7yo+ﬂS)} X(—(Bo+wyo+wvz), ﬁ)} . (4.68)

ML logistic regression for data with zero offset. Further simplifications arise when we have
B5 = 0. By symmetry of the Gaussian averages we now immediately obtain 3, = 0 in (4.68),
which leaves us with just three coupled equations to be solved numerically. Upon using wher-
ever possible the symmetry of the Gaussian averages these final equations take the relatively
simple form:

v = /DyoDz [1 +tanh(S<a>%yo)} [X(wyo+vz, i) — (wyo+v2)]°, (4.69)

B ! #*[1 —tanh®(X(wyo +vz, it))]
<= / DyoDz [”tanh(s {a)?y ")] I+l —anhlGluyo om0
Cw = S<a>% /DyoDz [l—tanhz(S<a>%y0)} X(wyp+vz, it). 4.71)

In figure 3 we plot the resulting values of the order parameters v and w, whose physical meaning
is given in (2.21), (2.22), as functions of { = p/N, together with the corresponding results of
regression simulations on synthetic data with Gaussian covariates. The agreement between
theory and simulations is very good.

MAP logistic regression with correlated covariates. The result of solving numerically the
MAP equations (4.53)—(4.58) in the presence of covariate correlations of the type (4.1) is
shown in figure 4, where we plot the resulting values of the order parameters v and w together
with regression simulation data (for synthetic Gaussian covariates) as functions of the ratio
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Figure 3. Regression simulations (markers) versus theoretical predictions (lines) for
logistic ML regression with Np = 400000, A = I, and 35 = 0. Left: order parameter
w versus ¢, for different values of S. Right: order parameter v versus ¢, for different val-
ues of S. Each simulation data point represents average and standard deviation computed
over 400 synthetic data sets and regressions.

¢ = p/N. In these experiments we chose 3y = 55 = 0; we will address the intercept parame-
ter below. Once more we observe excellent agreement between theory and simulation. In the
top row we also plot for each parameter combination the MAP-inferred parameters Bu ver-
sus the corresponding true association strengths 37, for pooled data from 20 regressions and
¢=0.5.

Again we can also for logistic regression test our two protocols (3.21), (3.25) for correcting
the MAP estimator of the association parameters for the distortions caused by overfitting. See
figure 5. The slopes of the data clouds of estimators versus true parameter values, as shown for
¢ = 0.5 in the top row of figure 4, are indeed typically away from unity (implying inference
bias), both for the MAP estimator (red circles) and the minimum MSE estimator (3.25) (green
crosses). For the debiased estimator (3.21) (blue squares), in contrast, the slope is indeed unity,
indicating that bias has been removed successfully. Similarly, the MSE values of the minimum
MSE estimator (3.25) (green) are as predicted indeed always below those of the other two
estimators.

In order to test prediction (3.9) for the distribution of inferred regression parameters we
next generated 10° data sets, each with p =500 and N = 1000 (so ¢ = 0.5), with Gaussian
covariates that are pairwise correlated according to (4.1) and € = 0.75. The true association
parameters were drawn as i.i.d. Gaussian random variables with amplitude S = 1. After carry-
ing our regularized logistic regression with n = 0.05, we carried out on each of the resulting
MAP estimators { B ..} of each dataset the specific linear transformation that according to (3.9)
should transform these into zero-average and unit variance Gaussian random variables (using
the order parameters computed from the theory). Upon creating for each value of i a histogram
of the rescaled estimators /3, we obtain 500 histograms which according to theory should
all collapse asymptotically to a zero average unit variance Gaussian. The result is shown in
figure 6. This figure confirms that, even for the modest values of p and N used, the predicted
Gaussian statistics of the estimators with the predicted values of average and width given in
(3.9) are indeed correct.

Intercept parameter for imbalanced class sizes. Having training data with vastly different
outcome class sizes leads to the minority outcome rarely being predicted [90] in logistic regres-
sion. As this imbalance increases, especially in the overfitting regime the intercept term [ in
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Figure 4. Results of logistic MAP regression simulations with Np = 400000 and 5; =
0, for different combinations of 7 (regularizer strength), € (covariate correlations), and §
(true association strengths). Top row: inferred versus true association parameters for the
ratio ¢ = p/N = 0.5. Middle and lower row: order parameters w and v plotted versus C.
Each simulation data point represents average and standard deviation computed over 400
synthetic data sets and regressions. Solid curves give the theoretical predictions obtained
by solving the RS equations.

parametrized models diverges [91], and all new samples are assigned the majority outcome.
Medical data often exhibit large imbalances between numbers of diseased and healthy samples,
with the clinically important decision relying on identifying the rare cases correctly. Similarly,
in financial fraud detection there may be millions of legitimate transactions against a handful
of fraudulent ones, and we seek to identify the minority class. Existing methods to mitigate the
effect of class imbalance have focussed on data pre-processing [92, 93] or incorporating a cost
function into the classification algorithm [90]. While these methods are useful to the practi-
tioner, theoretical explanations are limited [91, 94]. Our present theory enables us to investigate
class imbalance effects analytically.

The outcome class imbalance in logistic regression data is measured by m = N~! Zivzl s €
[—1, 1]. Averaging over the data in (4.45) gives the expectation value

(m) = / dz pl@) tanh (B3 + 5" 2//F) -
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Figure 5. Tests of the correction protocols for MAP estimators, applied to the data of the
previous figure. Red circles: the MAP estimator 3,,. Blue squares: the corrected estimator
(3.21), aimed at removing inference bias. Green crosses: the corrected estimator (3.25),
aimed at minimizing the MSE. The top row show as a function of ( the slopes of the
relation between the three estimators and the true values j37; of association parameters
(the slopes of the data clouds in the top row of the previous figure, computes via least
squares analysis); this slope would be unity for unbiased estimators. The bottom row
shows the values of v'MSE, where MSE = p~'3" (5, —35)*.

Figure 7 shows our theoretical predictions for the inferred order parameter 5, in ML and MAP
logistic regression, together with the result of regression simulations. For any given level of
outcome imbalance, controlled by 3j, the bias in the inferred intercept increases with (. Regu-
larization mitigates this effect, leading to the possibility of correcting inferred class imbalances,
in spite of the regularization being applied only to the coefficients {5, }]_,, not to f itself.
This situation is reminiscent of Cox’s survival analysis model [69], where the inferred hazard
rate (given by Breslow’s estimator [95]) can be expressed in terms of the inferred regression
coefficients, and thereby inherits their inference bias. In the > 0 case, we find the intercept
inflation differs from that of the association parameters, due to their rescaling with /p. Again
the agreement between theory and experiment is very satisfactory.

4.3. Regularized Cox regression

Equations for MAP Cox regression. In Cox regression without censoring'' we have s = t €
[0,00), 8 = {A(®} (the so-called base hazard rate, a nonnegative function on the time interval
[0, c0) such that A(r) = fotdt’ (@) diverges for r — o0), and

PEN) = Mp)et PO, (4.73)

I Also the more complicated case of Cox regression with censoring falls within the scope of our present GLM
equations, provided the censoring events are non-informative (as with end-of-trial censoring). For informative censor-
ing, such as censoring caused by nontrivial competing risks, we first need to generalize the theory further to models in
which outcome probabilities involve multiple linear combinations of covariates. This should be straightforward, but
will be the subject of a future study.
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Figure 6. Histograms of rescaled values of the MAP estimators, each defined as

= [+ dl@T+ 2047187, /\/I71I@A + 20D A@A + 20D 1], com-
puted for 10° independent regularized logistic regression experiments with correlated
covariates (¢ = 0.75, n =0.01, S=1, p =500 and N = 1000). The resulting 500
histograms are plotted together in the present figure, one for each value of x. According
to the theoretical prediction (3.9), these histograms should all asymptotically become
zero average and unit average distributions. This is indeed seen to be the case.

log p(1|€, \) = log A\(®) + € — e A(2). (4.74)
Hence

2log pEN) =1 — e A@) o log p(1]¢, ) = —e*A() (4.75)

o€ ’ ©o¢r ’ ’ '

The analysis of overfitting in MAP Cox regression with arbitrary covariate covariance matrices
A was first carried out in [63]. We will now show that from the general equations (2.32)—(2.37)
one indeed recovers the results of [63], and more (e.g. the explicit link between true and inferred
association parameters).

We will first compute the various model-dependent building blocks of the RS equations.
The relevant (functional and partial) derivatives of the logarithm of the outcome probability
density are

0 _ 0= ey

S 108 POIEN =TT s, (4.76)

% log p(s|S{a)?yo, \) = S{a)? {1 —eS<a>%yOA*(s)]. @.77)
0

The function &(u, 0, 5, B) is here the solution of
1 —eSA(s) = (€ — p) /o (4.78)
Upon switching from ¢ to the variable x = p — & + ¢, we can solve x in explicit form:

x = W(o? "+ A(s)). (4.79)
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Figure 7. Predicted values of the offset parameter 3, are drawn as solid curves, forA =1
(uncorrelated covariates), S = 1, and three regularization strengths (n = 0: blue circles;
n = 0.025: red squares; n = 0.05: green crosses). Full circles give the average values of
Bo found in MAP regression, for 400 simulations with Gaussian covariates and NP =
400 000. Standard deviations are not shown in order to reduce visual clutter, but range
between 0.003 for small ¢ and 0.1 for large ¢). The true offset used in generating the data
was [3; = 0.25, representing an average class imbalance of 42 : 58 according to (4.72).

Here W(x) denotes the Lambert W-function. i.e. the inverse of f{x) = x exp(x), with derivative
W (x) = W(x)/x[1 + W(x)]. It then follows that

€, 0,8, )) = p + 0% — W(o* "7 A(s)), (4.80)
9 1
ag(,i, 75N = [T A 4.81)

Order parameter equations. We insert the above formulae into our RS order parameter
1

equations (2.32)—(2.37), and use identities such as <exp(S (a) 7y0)A*(s)> = 1, to simplify our

equations to the following set: ‘

~2 a
@ = <2n+§a>’ (4.82)
a? -2
2 2
o l@ <2n+§a> <<2n+ga)2 1] i )2>
_ (it = <<< [u — W(o? Dot £ (s)) >>> (4.84)

e W(O.Z e'u,ryo—&-uz—i-z'ﬂ A(S))
g = <<< oW e Ay | ) (4.85)
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Cuitl@)® P _ Stadwops
oy~ (i) [ -etuao) )

(4.86)

<<<5(S_t)>s>> _ wy, +1xz+ﬁz7W(ﬁze“'y0+”+ﬁ2A(s)) _
7)\(0 = <<<e 0 O(s—1) s . (4.87)

The first three are immediately recognised from [63]. With the identity exp(—W(x)) = W(x)/x,
we find also that (4.85) reduces to the corresponding equation in [63]. This leaves only the
identification of equation (4.86). Let us start from the corresponding equation in [63], which
reads:

cofo-o () - (s s
Y

1 /] ] ow@? e tmoti(s)
i? 8y0

] 230, A
+ W(l:iz eu2+u:y0+'va(s))8 log p(sai<a> Yo, >\())> >>
0

i

= w(g

n S<§2> 2 <<<W(ﬁ2 eﬁ2+u:y0+'va(s)) |:1 _eS(a> %/VO A*(S):| > >> )

(4.88)

From this we directly recover (4.86), as required. This confirms that from our general theory
for GLMs we can indeed recover also for the example choice of regularized Cox regression the
complete results of [63]. Moreover, we now have the additional identities (3.10), (3.11), which
were not available in that earlier study, and reveal the nontrivial impact of regularization in the
more realistic scenario of correlated covariates (which cannot be extracted from overlap order
parameters alone).

5. Discussion

In this paper we have extended to arbitrary generalized linear regression models (GLM) the
replica analysis of overfitting in MAP and ML inference that was developed initially in [62, 63]
for Cox regression [69] with time-to-event data. Parameter inference methods such as MAP
and ML were derived and work well for the regime p < N, where p is the dimensionality and
N is the number of samples. But they can produce large inference errors when p = O(N). This
seriously hampers statistical inference in high dimensions, and thereby limits progress in many
data-driven scientific disciplines.

In all GLMs, the ML/MAP overfitting-induced parameter inference errors consist of a com-
bination of a reproducible bias and excess noise, both of which disappear when p/N — 0
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but become more prominent as the ratio p/N increases. In the regime p, N — oo with fixed
¢ = p/N, the replica method enables us to predict analytically both this inference bias and the
distribution of the excess noise, expressed in terms of the true parameters of the model that
generated the data, and the distribution of covariates from which the samples were drawn. In
contrast to some recent alternative approaches, such as [39, 40, 78], by using the replica method
we are not restricted to uncorrelated covariates or to models with output noise only, and we can
calculate in explicit form the relation between MAP/ML estimators and the true (but unknown)
model parameters responsible for the data. Covariate correlations are in fact found to play an
important role in this relation. Our results pave the way for correcting ML and MAP infer-
ences in GLMs systematically for overfitting bias, and thereby extend the applicability of such
models into the hitherto forbidden regime p= O(N).

We found that in our analysis, the choice of outcome data types and regression models
can be left until after the derivation of replica symmetric order parameter equations (there
is no evidence for replica symmetry breaking, which is reasonable since we have assumed
absence of model mismatch). Our derivation relies only on the generalized linear form of
GLMs and on choosing L2 priors. Hence the replica calculation need not be repeated for
every new GLM model instance; as always with the replica method, it served as a rela-
tively painless and elegant but powerful vehicle for arriving at a closed set of order param-
eter equations, together with formulae expressing the relation between the ML/MAP param-
eter estimators and the true values of these parameters. The latter equations can serve as
a natural and convenient starting point for practical applications, even for those with no
interest in their derivation. We illustrate our results in this paper by applying the general
theory to linear, logistic, and Cox regression, and find excellent agreement with simula-
tions and earlier results. We have limited our experiments to ¢ < 1. In ML regression this
marks the point by which a phase transition will have occurred (even earlier in logistic
regression), whereas in MAP regression with 17 > 0 once can in fact continue regression
and find agreement between theory and simulations into the ¢ > 1 regime (data not shown
here).

This work can be extended in both practical and theoretical ways, several of which are
presently being explored. Our theory was built upon the idealized scenario of knowledge of
the underlying data-generating model. To put it into practice, the variance S of the true regres-
sion parameters and the population covariance matrix A need to be estimated. The former is
available through the inferred MAP estimators and the existing order parameters. The latter can
be estimated from the empirical covariate statistics, building on methods such as [86, 96—98].
For time-to-event models, the next obvious step would be to include censored data. More gen-
eral extensions of the present theory include working with alternative non-Gaussian priors,
inspecting more pathological models or data where some of our mathematical assumptions no
longer hold, or generalizing the theory to regression models with multiple linear predictors,
such as multinomial regression [99], multiple risks and latent classes in survival analysis [70,
100], and multilayer neural networks [66, 101, 102].
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Appendix A. Derivation of the generic saddle point form

A.1. Preparation

We start with expression (2.16), with the L2 prior p(3) x exp(—pnB>):

E,(B".6%) = ~lim 91 1og/d9‘.. /dﬁ .dg" H

p(ﬁ)
-0 Oy Nn

B

a=1

{p(slz, B, 9”)} e (A.1)
pslz, B, 0%) ) )

{ [z perpostz. 0 1

a=1

The covariate distribution p(z) is assumed to have zero mean and covariance matrix A, with
entries A, = [ dzp(z)z,z,. We consider the regime where N, p — oo with fixed ratio ¢ = p/N.
Following [62, 63] we next introduce

pyB..., B = / dzp(z)H6 [ } (A.2)
a=0 \/_
where y = {3%,y!,...,y"} € R*™! (which in survival analysis would be interpreted as risk

scores) and B8° = 3*. Now
* o 9. 1 n P(ﬁ”) !
<3 [arpna..pn [aspsl 9*>H pbr oV
PUs[y® 0%) ' ‘

To proceed we assume that p(y|3°, ..., 3") is Gaussian, via the central limit theorem. Since
[ dzp(z)z = 0, the distribution p(y| 3°,...,3") is now given by

e 27C BNy

V/@mytidet CI{B}

poIB....8" = (A4)

It is determined in full by the (n + 1) x (n + 1) covariance matrix C[{3}], with entries

CliBh = [azpto (B} ) (ﬁ ﬁf> — B A (A5)

For each replica pair («, p) we use the integral representation of the Dirac delta function, and
rescale the conjugate integration parameter by p, substituting

1 dCoydCap g
- / dCoy0 {%—B”-Aﬁ”} = / g G A, (A.6)
p m/p

in order to simplify expression (A.3) to
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eip Z:’x.p:(} Caﬂ Caﬂ

* ok 0 . 1 n ;

dy e*%yC*ly / . |:p(S y 904):|
d 0 I |
8 [/ v/ Qmytldet C s PUs[Y ) s’ 0%

x / 4B, 4@ ¢ T (BRI g G A (7 )

A.2. Conversion into a saddle point problem

P . ~ 1 . -
We next transform C = — %1D, define B8 = A2 3 and introduce the np X np matrix = and the
np-dimensional vector &, with entries

E(y/:,;ﬁu - 27776(15(1471)/”/ + 6/1VD(135 5/1 - DO(yB (A8)

The Gaussian integral in (A.7) then becomes

/ (H a3 emawwaa> o E S Doy BB Do 0

a=1

np

_ @m? @m)7 de=e

o = (A9)

Let {a,} and {b,} denote the eigenvalues of A and D. The two terms P and Q of =, with
components P, 3, = Znﬂyéaﬁg(A’l) w and O, By = 0,Dag, commute. The eigenvectors of =

can therefore be written as {#"“}, with components i}y = ujvlj, and where » D) uj =
bouwy and Y7, Ay vl = a,u), and where both are normahsed according to ., (u5)* =
>l )> = 1. The eigenvalues of Z are then ,,, = 21y/a,, + b, and
2y " Pl
det = = <—+b ) = Poo p (A.10)
}—IWII Jauats 222777/av+b5
Hence the integral (A.9) can be written as
2m)¥ e26= 6
( 77) 2 2 _ e%np log(27r)7%np(log(Zn",/aer))Jr%np<(£»ﬁ)2(2n",/a+b)*l> (Al 1)
Vdet =

where the averages are over the eigenvalues and orthonormal eigenvectors of =, i.e.
(fla, b)) =(np)~' 320 _ 570, f(ap, ba, @) Since p = (N with ¢ > 0, the integrals over
C, C and the base hazard rates in (A.7) can for N — oo be evaluated by steepest descent, pro-
vided the limits n — 0 and N — oo commute. Expression (A.11) then enables us to write the
result as

lim E,),(ﬁ*, 0" = ﬁ lim l extr V(C,D, o .. oM, (A.12)
N—oo Oy n=0 n

with
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n

U(C,D,0"...0" = —%C + %(n—&-l—n() log(2m)

1 ~
Dapcap - _l)OO(/BO)2
0 p

o,p="

a2
+ 1log det C —nn(yS* + lng <10g <M+b>> - ln( <(£")>
2 2 a 2

2ny/a+b
— log / dye 2D / ds sy’ o9 ] |

a=1

a o ol
{p(sy & )] . (A.13)

p(s[y%, 6%)
where S = lim,, ., p~'(3")?. Differentiating W(...) with respect to Dyy immediately gives
Coo=p'8°-AB° = 52

A.3. Replica symmetric saddle points

Replica symmetric (RS) saddle points are fully invariant under all permutations of the replica
labels {1, ..., n}. For the present model the RS ansatz takes the form

CO(y = Co C(yp = C(S(yp + C(l - 6(1/)),

O =0 Dow—dy Day = Dbuy+d(l — ). (A-14)
Both C and D are positive definite, so C > ¢ and D > d. We may now write
C()() c ... ... 0O B()() bo .. b()
¢ C ¢ ... ¢ by B b b
c=|*" ¢ c ... ¢|, c'=|*" b B b
0 ¢ ¢ .. C by b b ... B
C has two nondegenerate eigenvalues A with Ay A_ = [C + (n—1)c]Cyo — nc}, and a further
n — 1 fold degenerate eigenvalue Ay = C — ¢. Hence
2
—cg/C
log det C = log Cpo + 1 log(C—c¢) + w L Om). (A.15)
The entries of C~! are found to be
C+(n—1)c co
By = , by=— , (A.16
W7 ColC+(m—Del—ncd” ° " ColC+ (n— el — ned (A-16)
1 C2 — CCO()
B=bh , b= 0 : A.17
+ C—c (CoolC+ (n— 1)c] — nc(z))(C —0) ( )
Hence
n n 2 n
¥ Cly=Bo(")’ + (B—b)>_ () +b (Z y) +2b0)") )" (A18)
a=1 a=1 a=1
The matrix D has one eigenvalue D + (n — 1)d with eigenvector v = (1,...,1),and then — 1
fold degenerate eigenvalue D — d with eigenspace (1, ..., 1)". Hence

21y B 277_7 B da
<10g <7+b>> _ <10g ( D i p d>> + <72m+ v d)a> +0m).  (A19)
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Similarly, using the RS form of {§} = —do(A% ﬁo)/,,, we may write
(&-ay , [ @ (B%v)
— ) =d, _— Oo(n). A.20
< wyjatb) =9 \2r—dya) T O™ (4.20)

Inserting the above RS expressions into (A.13), and using Cypp = S2, then gives us

%\1/(. )= —%((2d0c0 +DC — de) + %(1—0 log(2m) — n¢S® + O(n)

_2/¢2 2020 ,.\2
log(C—c) + CCO/S] _ %Cd% <a(,8v)>

1
) C—c 2ny+(D—d)a

2

1 21y 1 da 1 “
“clog (M yp— ol N T o8B
+2<<°g< a d>>+2g<2m+<z>—d>a>+2n 0£(3 o)

1
~ Jog [ DeDya [ ds pllyo/ VB, 6

X { / dy e~ HB-D1+3VB—bovo/VER) pw(sl;z(;j}%), 9*)}'.! (A21)
‘We note that
By =8 —nc}/(C—c)+ 0, B—b=1/(C—c), (A.22)
pd C2 — CSQ
by = —co/S*(C—c)+ On), b= m + O(n). (A.23)

This enable us to write the limit Ugg(...) = lim,_on~'¥(...) in the simpler form

1
Urs(...) = _EC {2dyco + DC — dc + log(2m) + 2nyS°

() ) )
o <zm+(D—d)a log | =~ +D~d 2y--(D—d)a

~ o — 22 <
B / D<Dy, / ds p(s[Syo. 67) log /Dy P (slyv/C—c (e c/5%)? +y0c0/5.0).
P(sSy0. )

(A.24)

Here the brackets denote averages over eigenvectors and eigenvalues of the covariate cor-
relation matrix A: (f(v,a)) = lim, p’lzzzl f(wy,,a,), with Av, = a,v, for all ;=
1...p.

A.4. Simplification of the theory

We extremize (A.24) over dj, which removes an order parameter, and we transform
u=+vVC—c, v=1/c—(co/S? w=co/S, f=d, g=D—d (A25)
with u, v, w € D, o0) and with the inverse transformations

co = S’u}, c = v 4w, C = > +v*+w’. (A.26)
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These steps result in

, v gy 9
I&LI& E’)’(ﬁ b 9 ) - 67"}/ eXtru,v,'u,r,f,g,)\\I/RS(U, U, w’ f’ g, 9), (A'27)

in which

1 1
Urs(...) = —=C(g+ it — ECg(v2+w2) — (myS?

2
~1

1 o, /a(B v 217+ga a

- i 1 SITTe _c
+ 2C {S v < 2ny+ga o8 a 7 2ny+ga

. %
—/Dszo/dsp(S|Syo,90) log/Dy P (s\uy—|—zuy0—|—vz, 9). (A.28)
PW(S|S}’O,90)

We could also extremize over f, leading to a simple expression with which to remove f and
either u or g. The true association parameters 3° are seen to enter the asymptotic theory only in
quadratic functions of 8°. In appendix B we show that, if the true associations { ﬁg} are drawn
randomly and independently from a zero-average distribution, and under mild conditions on
the spectrum p(a) of the covariate correlation matrix A, both terms will be self-averaging with
respect to the realization of 3°. Consequently, with $? = lim,, . p~'(3")* we may then write

) a2(ﬂ0.v)2> _< S2a2
§=5a. < 2py+ga | \2ny+ga/’ (4.29)

(where we used the fact that the eigenvectors v of A were normalized). Hence

1 1
Jim £,8%,6%) = [Dyo [dspi1S(a) yu, 6 log ptsls(a) o0 = s’

. 5 @ >‘2 < @ . < 1
"y <a><2n7+ga (2777+ga)2> 2m+ga>

a 1 X
_f<<2m+ga)2>} ‘/DszO/dSP<SIS<a> Y0,6")

. /Dy P (sluy+wyo+vz, 0) log pls|uy+wyo+vz,6)
Dy p(sluy+wyo+vz,6) '

(A.30)

The order parameters (u, v, w, f, g, 0} are computed by extremization of the following function,
from which we removed any constant terms:

1 1
Trs(...) = —5<<g+f)u2 - 5<g<v2+w2>

1], @\ a
+a¢ {“’ @ gryza) +loremrm) s <W>}

—/Dszo/dsp(s|S<a>%yo,9*) 10g/Dyp”(s|uy+wyo+vz, 0). (A31)
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Appendix B. Self-averaging with respect to true associations

The results of this appendix were derived in [63], but will be briefly recapitulated, for com-
pleteness and because they are also needed in deriving (3.10), (3.11). We investigate random
variables of the form R = p~'3° - PB°, where the true association vectors B° = {ﬁg} are
drawn randomly from some distribution p(3°), and P is a fixed symmetric positive definite
p x p matrix, which is independent of 3°. We wish to know the conditions under which R
will be self-averaging, i.e. lim, . (R) > 0 exists, and lim, .o [(R?) — (R)*] = 0 (brackets
denote averaging over p(BO)). We assume:

(a) The {§3)} are independent and identically distributed, i.e. p(B8°) = IT-, p(BY).
(b) p(ﬁg) is symmetric in 3%, with finite second and fourth order moments.
(¢) limyoo p'>F_ P, R,

w
pn=lI
(d) lim, o p2520,_ P2, =0.

pr=1

Given that §? = lim,, .., p~'(8°)% we must identify ((B)?) = $. It was shown in [63]
that the above conditions are sufficient for R to be self-averaging. This enabled us to infer
that the following identities hold (for g > 0), as soon as average and width of the eigenvalue

distribution p(a) of A remain finite in the limit p — oco:
1
lim -B3°-48° = §2 / dao(a)a, (B.1)
po0 P
1 P~ @28 vr)? 2.2
lim Ly 9BV / dao(a)—2 . (B.2)
P pe=y 217 + 84, 2ny+ga

Appendix C. Further evaluation of the RS order parameter equations
One can take further steps in evaluating the RS order parameter equations (2.30), (2.31), with-

out specifying any specific GLM model, exploiting the structural features of the theory only.
For instance, the order parameter equations for ( f, g) are not model dependent, and give:

a _ =2

2 a2 -2 & 1 i 2 2 2
i <2’7+£’a> <(2n+ga)2> - ‘f<(277+g,a)2> = (C2)

For uncorrelated and normalized data, where o(a) = d(a — 1), this reduces to

g =u2, f= -0/t (C.3)
Alternatively, for n — 0 (ML regression) equations (C.1) and (C.2) become
g=1/i?, f=—v/i*. (C.4)

In addition to the two partial derivatives of =4 with respect to ]~‘ and g, we also require
derivatives with respect to (i, v, w). These are

BEA - ~ 65,4 o - BEA o 612 ! ~
E —Cfu, W = —(gv, 8710 =(w l(a) <2n+§a> —g|. (C.5)
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We also need the partial derivatives of (2.29). We note that all partial derivatives of the
argument of (2.29) that are channelled indirectly via the variable £ vanish at the point £ =
E(wyy + vz, 4, s, 0), by definition. Hence

0=p 1

i = {(€yotoz. s, O)—wyo—val) ) (C.6)
0= 1
3—118 == {{(z(&(wyo+vz, i, 5,0)),)) — v}, (C.7)
0= 1
a—uf = =3 {0 (&wyo vz, it 5,0)),)) — w}, (C.8)

0%y _ <<<w >>> o
a0 00 E=E(wyotvzins,0) [

The remaining four order parameter equations, in addition to the previously derived pair (C.1)
and (C.2), then become

{(1&wyo+uvz, @i, 5,0)—wyo—vzl*), )y = —( fit, (C.10)

(z(&wyo+vz, it 5, 0))) = v (1 — (git*) (C.11)
2 -1

(o lE(wyo+vz, @i, 5,0)).) = w + Cwit? [<a> <2nj—§a> - g] , (C.12)

d log p(s|¢, 0) >>> 0
ey =0. (C.13)
<<< 00 E=Ewyotvzinsd) [

Equations (C.11) and (C.12) can be simplified further upon integrating by parts over z and y,,.

We need to take care that y, appears also in the distribution p(s|S{a) : vo, 0%) used to define the
measure (. ..) . We first turn to the average in (C.11):

(z(&wyo+vz, 1, 5,0)),) = <<<5Z£(wyo+vz, i, s, 9)> >>

= v (D) (wyo+vz, i, 5,0)),) . (C.14)

Next we work on the average in (C.12):

(0 (ECwyot vz, 5, B)) ) — <<£ [asptststarto. oecumo . s e>>>
= <</ds {E(wyo +vz, i, s, H)aip(SIS<a> 230, 60%)
Yo
+ ’LUp(S‘S<a> %yO’ 0*)(815)(,“}))0 +vz, ﬁ’ S, 9) } >>

= <<<£(wyo+uz, i, s,0)2 108 P(Sgs<a>2yo,0*)> >>
Yo .

+w (D) (wyo+vz, it 5,0)))) - (C.15)
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With the above results, and upon discarding the trivial solution v = 0 and using (C.11) to
simplify (C.12), we can rewrite our closed MAP order parameter equation set as:

a _ 2
<2n+§a> - (C.16)
2 a? _2< a’ > 1l <L> _ .2
v [<a> <277+§a> (2n+ga)? =7 n+gay/ v, (C.17)
<<<[§(wyo+vz,u s, 0)—wyo—vz] >>> = —(fil, (C.18)
(@1 &) wyo+vz, i, 5,0)) ) = 1 — Cgit?, 19

1 S(a) v, 0* 2\
<<<g(wy0+vz, i, s,0) 0108 P (Sgyi@ Y0 )>>> = Cwit? {a) < 2776—1|—§a> . (C.20)

0 log p(s|&, 0) > >>
9 log p6lé.0) L (€21
<<< o0 e=twyotvziis) [

Appendix D. Statistics of inferred association parameters

D.1. Asymptotic form

In this appendix we give the details of the evaluation of the distribution (3.7), in the limit
p,N — oo with ¢ = p/N, first for uncorrelated and then for correlated covariates. We write
60 = 3%, assume flat priors for the non-association parameters 6, and use the definition (A.2).
Due to the limit » — 0, we may also insert into the above expression without consequence
quantities such as p~7"(3°) and p~(s]y°, 0%), in order to bring it closer to the integrals found
in appendix A. The result is

p(ﬁ‘“)} !

I B . . ’
P(8,67) = lim lim ;;5(5 - 2)/{d91...d9 }/dﬁ'...dﬁ 5(B—B, H{ &

n x pls|y”, 6%)
{ / dypy8°.... 8" / ds ps[y”. 9)H [W] } (D.1)

We can now repeat the manipulations of appendix A, with slight modifications. It will in fact
be useful to work with the more general family of factorizing priors p(3) o< [| u<p P(B), of
which the Gaussian one is a special case, but which also allows us to inspect e.g. L1 priors.

Our expression for P(S, 5*) then becomes
. . ) 1 p . 0 . " . eiPZ:’y,,):o C()’/)C(lp
PB, 3 ):}L‘& lim ;;5(5 —@)/{de ...do }/dCdC A

N
dy e—23Cly o n [p(s|ya,9a)y
X — [ dsp(sp’ o* = -
l V/Q@myrtldet C Psly )1;[1 sy, 0%)

— . 4 a7
T

a=1v=1
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We proceed to the limit p, N — oo with fixed ¢ = p/N. In view of our previous calculations
we define the following quantity:

. " 1 1
WC.C.0.... 0= —iCY CopCap+ 5(n+1)log2m) + 5 log det €
a,p=0

log/dye e y/dsp(sy 9*)1—[ {M},

pls[y?, 0

1 o o
- N log/dﬁl dﬁ" IZ&/J Ocaﬂﬁ A H H |:p(ﬂ )] (D.3)

a=lv=1

This enables us to write (D.2) as

P(8, 5% = lim lim / {do'...dom / dCdC e NECH .0 chS(ﬁ )

pn=l1

fdﬁl ...dp"6(B— 1)6—122 p=0 éaﬂﬁ“‘AﬁpH:; | lej:l P(BY)
>< 0, .
JdB'...dB" e hpmo Cor AR TP ()

Integrating both sides over (3, 5*) shows that the first line of (D.4) on its own would equal
one. Hence for N — oo we will be left simply with the limit p — oo of the second line, which
is an O(1) object, evaluated at the saddle point of W(C, C’, f',..., 6"). For Gaussian priors,
the saddle point is the one computed in appendix A. Hence, upon transforming as before C=
—1iD, and choosing the saddle point values,

(D.4)

Jlim P(5,5) = lim lim lim 25(5* B9

p—=o0 —00 n—0

SLLCET dﬁ"é(ﬁ e s | O | Y C)
fdﬁl e e 22(1_,;70[)“/),3 Aﬁp]._[a:l I lp’) /60/)

(D.5)

This expression depends on the choice of p(s|¢, §) only indirectly, via the values of the order
parameters { D, }. We will now work out (D.5) first for uncorrelated and normalized covariates,
followed by evaluation for arbitrary covariate correlations.

D.2. Uncorrelated and normalized covariates

This is the simplest case, where A, = §,,,. The integrations in the above formula now factorize
over all components of (3, giving

lim P(8. 57) = (hm ,,Zlm B9 ) nggc lim (D.6)
L JAB!. . dB" §(B— e b P P T ()
JAB . dr e 2=t Pl I DT [T ()

Hence
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lim (3|5 =

_Llsmn RARP _ AN R n a
P S A8 68— Bhe F e D P )

=00 n—0 fdﬂl . dﬂn e*%Zﬁ_,,:lDapﬁﬂBﬂfﬁ* n—1Da0B" HZ:l p»\/(ﬂa)

(D.7)

We next use the replica symmetric form of the matrix D, i.e. D,, = Dd,, + d(1 — 6,,) and
Do = dy and for a, p = 1 ...n, and carry out a Gaussian linearization:

lim P(3]) =

e / o n—1 . "y
Dz [fdﬂ' elzVds —§ (D=d)(B2—do B3 P (5/)} elzVdi—(D—d)3?—dop3 Bp1(B)

lim lim

e JDz [f 4’ Va3 D= P —doB*s m(ﬁ/)] "
— T e E(D*d)BZJrB(in/LdOg*)pA, B)
= lim Dz 1 ‘ : 5)
Y=o fdﬂ/ e77(D*d)(ﬁ’)z+5’(1zx/3—dod*)p7(5,)
In terms of the transformed order parameters f = d and g = D — d this becomes
) . N
e~ 2887 +B(zv/F—dos )pw B)
1 N T
1\171—>rgc :P(ﬁ|ﬂ ) - r\,ILH:)lo /DZ fdﬂ’ 67%g(ﬁ/)2+ﬁ,(iz\/-77d05*)p’y(ﬂl) . (D9)

The order parameter dy, which we could remove from the general theory, here needs to be
computed after all. For the L2 (i.e. Gaussian) prior p(8) o« exp(—n3*) we can find d, via
differentiation of (A.24) and subsequently use (B.2), giving

2,30 . \2 -1 > -1
do = —co _a (B :_C(Z’<a> ) (D.10)
2ny+(D—d)a S2\2nv+ga
For uncorrelated and normalized covariates we have o(a) = §(a — 1), so ¢y = Sw and

C w ~
do = — 5 (2y+g) = —%<2n+g). (D.11)

We thus find with f = f~2,

o [ rentest sy Fruentas /)|

lim P Y= lim | Dz =
wm, PIEY) = lim 4 ¢ [~ §@n+@)E)2+8 G2/ THuCn+2)8/9)]

= lim

Y00

M D e_%q/(zwg) [S—iz\/?/(zﬁ-i-g)—'u,rﬂ*/s]2 (D.12)
V2T ) . |

For p(a) = 6(a — 1) we also know that 2+ g =2 and f = —v?/i*. Hence the above
integral reduces to

1 ! */S2 /0
. o L L-up /)7 /v

This confirms what was suggested by simulation data and exploited in [62]: if we plot inferred
versus true association parameters in a plane, we will find for L2 priors and uncorrelated covari-
ates a linear cloud with slope w/S and zero-average Gaussian noise of width v. We have now
proved this analytically, for any generalized linear model.
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D.3. Correlated covariates

This is the more tricky case. We return to (D.5) and implement first the replica symmetry
ansatz, i.e. Do = do and D, = D0, + d(1 — d,,) for o, p = 1...n, so that we can proceed
with our calculation:

lim P, = lim Tim i 25(3* B89

P

fdﬁ o~ 3dBAB—dyBAR° M, |:d/8(x 77(D—d)ﬂﬂ.Aﬁﬂ1—[p PGB ] 5(3_22 1ﬁ“)5(/3—/3,1,,)
JaB e 3BaR-PAR [T]_ [age e 3OS AIT]_ (] 68— X0, B)

= lim lim lim 25(3* 50

P00 Y=o n=0
;: 1

. JABIB W@, BH"YB) [dB" e BB 0=t 85 (5 BT p(BY)

D.14
[dBIB W, BB ©.19)
with
W(B, B) = e/PP-14PAB-doBAS" (D.15)
p / / /- I)
R L e | P} (D.16)
v=1

Note that ﬁ, B € IR?. For n — 0 the denominator evaluates to (27)”. Hence expression (D.14)
can be simplified to

: * : : 1 - * 0
Jim (3,67 = lim_lim 1;#; 5(B" = By)

X

dBdB . - [[dB e BF- 20~ ”’)"'A"é(ﬁ B’ " p(B)
Qm)r Wi, 'B){ [dB e ~iB-B- 3 (D-d)B"AB’ pﬂ/(ﬁ/ ’

(D.17)
We choose the Gaussian prior p(/3) o exp(—n/3°), we write 5(3 — ﬁ:,/) in integral form, we

introduce the unit vector e* with components &/ = §,,,, we use f = d and g = D — d, and we
do the Gaussian integrals where possible. This gives

P00 Y00

lim P(8,57) = lim lim Z(S(ﬁ B9 / % elks (D.18)

/ll

dBdg . . - 4@ e B+ B 18 (0-da+ 2y
W(B,B) I — —
2m)r [d@ e-iBB-18'10-dA+2L)B

I & dk _
= lim lim —Y 63"~ 80 / = ik~ SR LD-dA+2m1
=1

P00 =00 D

dB  —ker10-aat2m 1B 4B ¢ 2aBAB-BwAs-ib)
@2m)?
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4 ~ 0
= lim lim Zé(ﬁ* 50) / 5+doe/ [(D—d)A+2~ynl]~ IA,B]

P00 Y00 P

~L2 [[(D—d)A+2fynH]*1 —d[(D—d)A+2ynT] A[(D—d)A 421! ]
X e Jor;

P00 =00 D
/1 1

dk ul, -
= lim lim 25(5 8 )/E ik B+ dol(eA+2nn 48,

3R [eA+ 23D~ fled+ 2D~ AceA+2mD ! |

X e (D.19)

Next we use the scaling with «y of the order parameters, f = }72, g=gvyandd) = 72!0. For
the integrals to converge we must have f < 0 (which follows from solving the order parameter
equations). We can then take v — oo and do the integral over &, giving
1 p S(B*— 0
hm P(B, /) = lim — - )
P PIS 2l FI@A + 20D TAGA + 20D 1],

(D.20)

~ 2 .
o o F[ B0l @A) 5L /I Fi@A+ 2D AGA+ 2D

This is expression (3.9) in the main text.

Appendix E. Pathologies of generalization error minimization

Here we illustrate the dangers of using the generalization error as an objective function to be
minimized, by using logistic regression as an example. The generalization error E, € [0, 1]
is the expected fraction of samples for which the true and the inferred model disagree on the
outcome values, for samples drawn randomly from the population (as opposed to from the
training set). In logistic regression we have s = +1 and write p(s|z, 3) = % + %s tanh(3 - z)
(rescaling by /p is not relevant here). If the true and inferred parameters are (3" and (3, the
generalization error is

E, —/dzp(z) Z f(l—ss (slz, Bp(s' |z, B)

5,8/ = il

_ % _ % / dz p(z) tanh(B" - 7) tanh(B - ). (E.1)

If we were to use E, to optimize the inferred parameters (assuming it could be estimated without
explicit knowledge of the true parameters 3*), we would seek to minimize E, over 3. We note
the lower bound

@2%—%/aﬂ@mmwﬂm. (E2)

While E, indeed computes the fraction of samples for which the two models disagree on the
outcome, it does not measure whether the two models also use the same outcome probabilities.
To see this, imagine choosing 3 = xk3*. Here one would find

_ / dz p(z) (f\/;) tanh ﬁ\/; {l—tanhz(mﬁ \/;)} <0. (E3)
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Hence the of E, minimum is found for k — oo, where the (diverging) estimator 3 = k3" satis-
fies the lower bound (E.2). The inferred model p(s|z, 3) = % + %s sgn(B* - z) would indeed get
the maximum achievable fraction of binary outcomes predicted correctly, but it would believe
erroneously that it has 100% prediction accuracy.

Appendix F. Distribution of empirical covariance matrices

Here we evaluate expression (4.25) further, to convert the integral in (4.23) over all p x p matri-
ces into an integral over positive definite and symmetric ones. We write symmetric and antisym-
metric parts of matrices M as M* and M*, and transform integrations over all A into integrations
over symmetric and antisymmetric parts. The (anti)symmetrization transformations involved
induce identities such as dM = 237P~DdM*dM® and (M) = 2~ 277D §(M®*)5(M?), where

dMs = Hu <Vdew and dM? = H# <Vde‘”,. Moreover,
/dMa gl THA'M®) _ W%p(pfl)H&Aﬁy), (E1)
p<v
/dMS eiTr(ASMS) = zpﬂ%p(p+l)H6(A/SL1/)- (FZ)
UV

We can now compute P(A) for the case where p(z) = [(27) PDet A]% e %Z‘Az, giving

~ d B SAS : ajga 2 <
PA) = / 0 ol THQ AN+ Tr(Q*A )[Det(]H—NIAQb)]_N/Z

Q@myr
NEAN v 4 e 1
= H = —N/2 i Tr(Q A) s Lo a—1N1-N/2
oA )<N> (Det A) /(zﬁ)%p(pH) e [Det(Q 2N1A )N

(F3)

Thus P(A)dA = 2377~ D[§(A*)dA*][P(A*)dA®], where
P(A%) = 22PP=D) <2>Np/2(Det A)N/2 / o eiT‘(QSAS)[Det(iQS—klNA’l)]’N/z.
N (Zﬂ)%p(pH) 2
(F4)

We can now forget about the antisymmetric parts of A, and average only over all symmetric
matrices. The nontrivial integral in (F.4) is found in [88], giving

R 2\ Nr/2 —INTAA™) t A TN=p-1)
P(A%) = () c (Det A°)

N 74P D(Det A)N/ZH?I_/ZI (N—p+1) LGy
—lov-

(ES5)

Hence P(A%) is a Wishart distribution with N degrees of freedom. With €2, denoting the space
of positive definite symmetric p X p matrices, and dropping the superscript s, we may then
summarize our result for (4.23) as:

~ L2\ N2 e—%NTr(ASA*I)(Det AS‘)%(N—])—I) . R

P = — * E* 2 A—l )

D=6 (5) . T P68 P66
=hovptn

(F.6)
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