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Abstract: Nonparametric maximum likelihood estimators (MLESs) in in-
verse problems often have non-normal limit distributions, like Chernoff’s
distribution. However, if one considers smooth functionals of the model,
with corresponding functionals of the MLE, one gets normal limit distribu-
tions and faster rates of convergence. We demonstrate this for a model for
the incubation time of a disease. The usual approach in the latter models
is to use parametric distributions, like Weibull and gamma distributions,
which leads to inconsistent estimators. Smoothed bootstrap methods are
discussed for constructing confidence intervals.
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1. Introduction

We consider the following model, used for estimating the distribution of the in-
cubation time of a disease. There is an infection time U, uniformly distributed
on an interval [0, E], where E (“exposure time”) has an absolutely continuous
distribution function Fg on an interval [0, M3], and where U is uniform on
[0, E], conditionally on E. Moreover there is an incubation time V' with an ab-
solutely continuous distribution Fy on an interval [0, M;] and a time for getting
symptomatic S, where S = U 4+ V. We assume that U and V are independent,
conditionally on E. Our observations consist of the pairs of exposure times and
times of getting symptomatic

(Ei,Si), Z:L,Tl

The model is for example considered in [22], [5], [3] and [8].
We define the (convolution) density qr of (E;,S;) by
qr(e,s) = e YF(s) — F(s —e)}

=e! /S dF (u), e>0,s €0, M], (1.1)

u=(s—e)4

1917


https://imstat.org/journals-and-publications/electronic-journal-of-statistics/
https://doi.org/10.1214/24-EJS2243
mailto:P.Groeneboom@tudelft.nl
http://dutiosc.twi.tudelft.nl/~pietg/

1918 P. Groeneboom

w.r.t. p, which is the product of the measure dFg of the exposure time F and
Lebesgue measure on [0, M], where M = M; + M5 is the upper bound for the
time S of getting symptomatic. We define the underlying measure Q) for (E;, S;)
by

dQo(e, s) = qr(e, s)ds dFg(e), s €10, M], e € (0, My). (1.2)

For estimating the distribution function Fy of the incubation time, usually
parametric distributions are used, like the Weibull, log-normal or gamma dis-
tribution. However, in [8] the nonparametric maximum likelihood estimator is
used. The maximum likelihood estimator ﬁ'n maximizes the function

UF) =n" Y log {F(S,) - F(S; — E.)} (13)
=1

over all distribution functions F' on R which satisfy F(z) = 0, z < 0, see [8].
The monotonicity and boundedness of F' (between zero and 1) ensures that this
maximization problem has a solution.

Although the model is rather different, the algorithmic problem of computing
the MLE has similarities with the problem of computing the MLE in the so-
called interval censoring, case 2, model. In the interval censoring, case 2, model
the log likelihood is of the form

UF) = z": {Airlog F(Us) + Aiglog{F(V;) — F(Ui)} + Az log{1l — F(V;)}},
- (1.4)

where U; < V; are observation times and we only have information on whether
our hidden variable of interest, with distribution function F', is to the left of U;
(Aj1 = 1), between U; and V; (A2 = 1), or to the right of V; (A3 = 1), see [12]
and [15].

For the incubation time model we have a formally similar way of writing the
log likelihood, as can be seen in the following way. First of all, we can introduce,
as in [8], the indicator A;;, defined by

A = {S; < E;}. (1.5)

If A;; =1, then S; < E;, leading to a term log F'(.S;) in the log likelihood. We
can also introduce a second and third indicator A;s, and A;3, which depend
on whether S; < max;(S; — E;) or S; > max;(S; — Ej). Note that if S; >
max,;(S; — E;), the distribution function F maximizing (1.3) will take the value
1 at S;, since there is no term log{F'(S;) — F(S; — E;)} with S; — E; > S;. So
there is no impediment to giving F'(S;) its maximal value, which is 1.

Hence, defining this time

Aig = {Ez < Sl < ~max (SJ — Ej)}, (16)

j:S;>E;
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and

Nig ={E; < S;, S; > j:g:a;J{Ej(Sj - Ej)}, (1.7)

we can write the log likelihood in the incubation time model in the form

UF) =" [Aslog F(S:)+An log{ F(S;) — F(S; — E;)}
i=1
+ Az log{l — F(S; — E)}]. (1.8)

with the A;;’s defined by (1.5) to (1.7), using a preliminary reduction of the
maximization problem that was also used in [15] in the interval censoring, case
2, problem. Note, however, that the indicators A;o and A;3 have a very different
meaning in the interval censoring model.

Remark 1.1. Note that if S; > M;, where M; is the (unknown) upper bound
for the length of the incubation time, we must have:
: B
Si> max (S - Ej)
since max;.s;>g; (S; — Ej;) is a lower bound for M. So a distribution function
F, maximizing the log likelihood, will assign the value 1 to F(S;) if S; > M;.

The limit distribution of the nonparametric MLE of the incubation time dis-
tribution has not been derived before, but because of the (at least algorithmic)
similarity of its computation to the computation of the nonparametric MLE in
the interval censoring problem, one would expect that similar techniques could
be used in its derivation. The algorithmic similarity was indeed used in [8], but
the limit distribution remained an open problem.

It seems that these facts are not generally known in medical statistics. As
an example, it is claimed in Appendix D of the recent paper [2] that the non-
parametric MLE of the incubation distribution function does not have y/n con-
vergence and that the central limit theorem does not hold, with a reference in
a note to [1]. But [1] is a paper on Manski’s maximum score estimator and
some closely related estimators, where one does not have to deal with the spe-
cific problems one has to deal with in the present case. We do not see how the
rate of convergence of the nonparametric MLE for the incubation time distri-
bution can be deduced from it, let alone its asymptotic distribution. Theory for
Manski’s score estimator was already developed in 1990 in [20].

In fact, different rates of convergence can be expected, depending on the
angle from which one approaches the problem. If one views the problem as the
problem of estimating a fixed finite number of parameters, the rate is y/n and
asymptotic normality holds (see [10]). If one uses the continuous model, as we
do in the present paper, the rate is cube root n, but only under a separation
condition for the distribution of the exposure time, specified in Theorem 3.1. In
this case, the asymptotic distribution is given in Theorem 4.1. If this separation
condition does not hold, the rate is still unknown.
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The limit distribution of the MLE for the algorithmically similar interval
censoring, case 2, problem was derived in [6], in the so-called strictly separated
case, where the length of the observation intervals has a strictly positive lower
bound (without the separation condition, the nonparametric MLE is expected
to have the faster rate (nlogn)'/?, but this still has not been proved, see [14]).
The result seems to be little known. In the present paper, we prove the limit
result using similar, rather complicated methods. Till now, there are no tools
available for proving this type of limit results in another way.

We give the result on the convergence of the rescaled MLE to Chernoff’s limit
distribution in Section 4, under a condition that seems somewhat similar to the
strict separation hypothesis in the interval censoring problem. As a preparation
to our limit result, we first characterize the MLE as the derivative of the least
convex minorant of a self-induced cusum diagram in section 2.

The cusum diagram is an often used tool in the theory of isotonic regression
(because the distribution function is monotone, our estimation problem is an
isotonic regression problem), but the peculiar feature of the cusum diagrams
used here is that they contain the solution £, (the MLE) itself in their definition.
It is a so-called “‘self-induced cusum diagram” The necessary and sufficient
conditions in the characterization of the MLE in this way are given in section 2.
We illustrate the (iterative) algorithm for computing the MLE on a data set on
COVID-19, also analyzed in [8]. Algorithms of this type (the iterative convex
minorant algorithms) were proved to converge in [19]. Another algorithm, the
so-called support reduction algorithm, is discussed in [10]

The characterization of section 2 is used to prove consistency of the MLE in
section 3. The convergence to Chernoff’s distribution is then given in section 4,
where also some numerical results on its variance are given.

Then, in section 5 we define the Smoothed Maximum Likelihood Estimator

(SMLE) F,1(t) at points ¢ away from the boundary by
Eon(t) = /Kh(t —x)dFy(x),  Ky(z)=IK(z/h), (1.9)
where IK is an integrated kernel, defined by
x
Kw)= [ K@y (110
— 00

and K is a symmetric kernel of the usual kind, used in density estimation. Near
the boundary we use the Schuster-type boundary correction, also used in Section
11.3 of [12] in the definition of the SMLE. We assume that K has support [—1, 1].
It is shown that the SMLE has a normal limit distribution and has a faster
convergence than the nonparametric MLE itself (rate n?/® instead of n'/?). In
spite of the fact that its variance is implicitly defined as the solution of an inte-
gral equation, we can compute bootstrap confidence intervals for the distribution
function via the SMLE, where we do not have to assume that the (asymptotic)
variance is known. In this section we also give a method for determining the
asymptotically optimal bandwidth automatically (see subsection 5.1).
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It has several advantages to base the confidence intervals on the SMLE instead
of the MLE. It follows from recently developed theory (see, e.g., [23]) that direct
bootstrap confidence intervals, based on the MLE, will be inconsistent. One can
also base bootstrap confidence intervals on the MLE itself, using the SMLE
intermediately to center the bootstrap intervals, as is done in [23] for the interval
censoring model. But these intervals converge at a lower speed again and have
the unpleasant property of having jumps at the locations of the jumps of the
MLE, which is a kind of artefact of the method. Since, using the method of
[23], one needs the SMLE anyway for making the bootstrap confidence intervals
consistent, it seems preferable to also base the confidence intervals on the SMLE
itself (as is done in the present paper), and not on the MLE.

In sections 5 to 7 we show that the estimation methods based on the non-
parametric MLE and SMLE are competitive with the parametric models, even
if the parametric assumptions are satisfied, and that the inconsistency that is
inherent in the use of the latter methods is in this way avoided. Moreover, one
is discharged from the duty of introducing several of these parametric methods,
since there is no sound reason to choose one of them.

Our computations are reproducible by using the R scripts in [7]. An altogether
different approach of the estimation problems is given in [10].

2. Characterization of the nonparametric maximum likelihood
estimator (MLE) for the incubation time distribution

First, just as in [8], we reduce the problem to the problem of maximizing on the
cone {y € RT 1y = (y1,...,Um), 0 <31 < -+ <y}, where the y; represent
the values F'(S;) and F(S; — E;) and where m is suitably chosen (see [8]).

Since, again just as in [8], we want to reduce the problem to the problem
of maximizing inside the cone, enabling us to differentiate w.r.t. the variables
Yi, W€ define F(Sl) =1if §; > maX;j.s;>F; (Sj — Ej), and F(Sl — Ez) =0 if
S; — E; < min; S,,. Note that other choices of I at these points would make the
log likelihood smaller. For convenience of notation, we define

my, = j:g]}g%j(sj - Ej). (2.1)

Then, for a distribution function F' on R, satisfying these conditions, we

define the process

W, r(t)
_ [{s<tAne} o s) — {0<s—e<t t<s<my,} o s
_/ Py (s Flo)—F(s—e) ‘(&)
{s<tAmy,, s>e}  [{s—est s>eVm,} s
+/ Fo) — Fs—e) “Qnl&s) / 1-F(s—e) dQ"(é)')
2.2

where we define 0/0 = 0, and where Q,, is the empirical distribution of (Ej, S7),
.o+, (En, Sp). Note that the MLE is only determined at the points S;l;g, <.}
and (S; — Ey)1¢s,>p,y and is zero at 0.
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We restrict the distribution functions, occurring in the problem of maximizing
the likelihood to the following set.

Definition 2.1. Let F,, be the set of discrete distribution functions F', which
only have mass at the points S; or (S; — E;)1¢g,>p,} and satisfy

F(S)=1 if S;> j:I£34>XEj(Sj - Ej), (2.3)
and
F(Si—E;)=0 if S;—E; <minS;. (2.4)
J

Now, let T} < --- < T,,, be the points S; or S; — F; such that S; not of type
(2.3) and S; — E; is not of type (2.4). Then 0 < F(T;) < 1 fori=1,...,m, if
the log likelihood for F' is finite, and we can define:

Y= (Y € (0,1 iy = (g1, rym) = (F(TL)s-.., F(T), F € Fu}.
The log likelihood for F' € F,,, divided by n, can be written

a(F) = [ 0g{F(5) = F(s = )} 4, (s.¢)
— [ togP(s)dQutes)+ [ log{F(s) ~ F(s = )} dQule.

e<s<mpy

+/> v log{1l — F (s —e)} dQx(e, s).
" (2.5)

The corresponding function of y = (y1,...,ym) = (F(T1),...,F(Ty)) is de-
noted by ¢, (y):

(bn(y) = (b’ﬂ(yla e 7ym) = ¢n<F(T1)7~ .. 7F(Tm)) = Zn(F) (2-6)

We have the following lemma.
Lemma 2.1. Let W, p be defined by (2.2) and let ¢, be defined by (2.6).
Moreover, let

y=(F(Ty,...,F(Tn)),

where Ty < --- < Ty, are the points S; and (S; — E;)1¢g,> g,y which are not of
type (2.3) or (2.4), arranged in strictly increasing order Then

0

Yj

where AW, (1) is the increment of the process W, p at T.
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Proof. If T; corresponds to a value S; such that S; < E;, the corresponding
term in (2.5) is of the form log F'(S;) and differentiation of (2.6) w.r.t. F/(S;)
gives the following contribution to the partial derivative aiygzﬁn (y):

Z {Sk < Ey, Sk, = Si}
P nF(Sl) ’

where we make a summation over the k to allow for possible ties at 5;.
If T} corresponds to a point S; — E; such that T = S; — E; > 0 and Tj <
S; < my,, we deal with a term

log{F'(S;) — F(S; — E;)}

in (2.5) and differentiation of ¢, (y) w.r.t. F(S; — E;) gives a contribution

_Z{Tj\/Ek < Sk Smn, Sk*Ek:S7fEl}
% n{F(Sk) — F(Sk — Ek)} ’

where we make again a summation over k to allow for possible ties at S;.
If T; corresponds to a point S; such that T; = S; > E; and S; < m,,, we deal
with the argument F'(S;) of the term

log{F(S;) — F(S; — E;)}

in (2.5) and differentiation w.r.t. F(S;) gives a term

Z {Ei < Sk < my, Sk, =5}
% n{F(Sk)—F(Sk—Ek)} ’
where we make again a summation over k to allow for possible ties at S;.
Finally, if T} corresponds to a point S; — E; such that S; > m, V E;, we deal
with a term

log{1 — F(5; — Ei)}

and differentiation and differentiation of ¢, (y) w.r.t. F(S; — E;) gives a contri-
bution

72{516 > my, Sg — By = S; — Ei}
T FS B

So we get:

The following lemma characterizes the MLE.
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Lemma 2.2. Let the class of distribution functions F, be defined by Defini-
tion 2.1. Then F,, € F,, mazimizes (1.3) over F € F,, if and only if

(1)

/ AW, 5 () <0, >0, (2.8)
u€[t,00) i
(it)

/ Fo(t)dW, 5 (t) =0. (2.9)

where Wy, p, is defined by (2.2). Moreover, E, e F, is uniquely determined by
(2.8) and (2.9).

Proof. Suppose (2.8) and (2.9) are satisfied. Letting y = (F(T1,..., F(Tn))
and ¢ = (F,(T1),...,F,(Ty)), we get from the concavity of the logarithmic
function:

/{F )} dW, 5 (t) = /F(t) dW, g (t),

using (ii) in the last step. But

[F@aw, . - / AP W, (1)

_ / { /te[um) deFn_(t)_ } dF(t) <0,

using (i) in the last inequality.
Conversely, if F;, maximizes the likelihood and

y=(E,(Th),...,Fu(Ty)),

we have
1811185_1 {bn(y1y- s yite, oo ym+e) —dn(y,- o, ym)}
= / aWw,, p, (u) <0,
w€[T;,00)
fori=1,...,m, and hence
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and similarly

lsifolgil {¢n(y1 tEeYL, - Ym T+ gym) - ¢n(yla s 7ym)} = /Fn(t) de’Fn (t)
=0.

The uniqueness can be proved aong the same lines as in the proof of Proposition
1.3 in [15]. We omit the details. O

A picture of the point process {(T;, W,  (T3)), i =1,2,...} in a simulation
of the incubation time distribution, for 7; running through the points S; and
(S; — E;)+ between the minimum of the S; and the maximum of the (S; — E;) .
is given in Figure 1 for sample size n = 100. The process W, 5 touches zero at

points just to the left of points of mass of E,.

0.20 4
0.15 o
0.10 o

0.05 o

0.00 —

Fi1c 1. The point process {(T3, Wn,F'n (T3)), i =1,2,...} for points Ty, running through points
S; and S; — E; between the minimum of the S; and the mazximum of the S; — E;. Sample
size n = 100. The data correspond to a truncated Weibull distribution for the incubation time
distribution, used in simulations of the incubation time distribution. The points are connected
by line segments.

We define the process V,, by
Va(t) = / o Fo(u) dGp(u) + W, 5 (1), (2.10)
u€|0,t

where G,, = Gnﬁ" is defined by (2.13) for F = F,,. Thus F), is obtained by
taking the left-continuous slope of the “self-induced” cusum diagram, defined
by (0,0) and points

(Gn(t),Vi(t)),  t>0. (2.11)

As explained in [8], one can compute the MLE by the iterative convex mino-
rant algorithm, where one computes iteratively the greatest convex minorant of
the cusum diagram with points (0,0) and points

(Gn,p(m / oy P0G+ Wn,p(t)> , (2.12)
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where the “weight process” G, r is defined by

{s<tAne} {0<s—e<t t<s<m,}

G”f(”:/sgt (s d@”/m_egt F(s)_Fis o) &

{Sﬁt/\mn, 5>€}
+ /s\/egt {F(s) — F(S _ 6)}2 d@n

—e<t V my,
+/ fs—est s>evma} )0 (2.13)
s—e<t,s>my,

I-F(s—o

where F' is the temporary estimate of the distribution function at an iteration.
The MLE F,, corresponds to a stationary point of this algorithm and is given by
the left-continuous slope of the greatest convex minorant of the cusum diagram,
see Figure 2. See [8] for further remarks on this algorithm. The algorithm is
implemented in the R scripts in [7].

0.5+

0.0 -

r T T T T T 1
0.0 05 1.0 15 20 25 3.0

F1a 2. The cusum diagram {(Gn(T3), Va(T3)), @ = 1,2,. ..}, where T; runs through the ordered
points (S;—E;)+ and S; and Vi, is defined by (2.10), together with its greatest convex minorant
(red curve). Sample size n = 100.

The steps in the iterative algorithm are modified by a line search algorithm,
see section 7.3 of [12] and in particular the description of this modified iterative
convex minorant algorithm on p. 173. The modified iterative convex minorant
algorithm is guaranteed to converge by Theorem 7.3 of [12], see also [19]. The
modified version is used in the R scripts acccompanying this paper [7].

Example 2.1. The first time the methods just described were used for the
estimation of the incubation time distribution for Covid-19 was in the analysis
of real data on set of 88 travelers from Wuhan in [8]. The data set is included in
[8] and extracted from the supplementary material of [3]. In this case we have:

Sn(y) = > Nology;+ Y Nylog(y; —vi) + Y N1 log(l — i),

0<j<m 0<i<j<m i<m

where m = 6, ¢,, is defined by (2.5), and the matrix (N;;), 0 <i<j<m+1
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is given by:

[N}
—
— =0 O
= O~ OO
— o N O O
WWDHWk OO

The corresponding points 17, ...,Ts are given by 1; = ¢ + 2 and the MLE is
given in Figure 3. For comparison the maximum likelihood estimator, assuming
that the incubation time distribution is a Weibull distribution, is also given in
this picture. The nonparametric MLE £}, was denoted by G, in [8].

FiG 3. The nonparametric MLE F,, of the incubation time distribution function (blue), and
the MLE using the Weibull distribution (red, dashed), for the 88 Wuhan travelers.

The result can be reproduced by running the R script analysis_ICM.R in [7].
Exactly the same result is given by the support reduction algorithm, given in
[10]. We note that because of the discretization effect, we estimate in fact the
integrals

i+1
/ Fo(t)dt, i=0,1,...

instead of the distribution function itself (also in the parametric models), see
Section 8 and [10].

3. Consistency of the MLE

We have the following result.

Theorem 3.1. Let the incubation time distribution function Fy have a strictly
positive continuous density fo on (0, My), for some My > 0. Furthermore, let
Fg be a distribution function on [0, Ma], My > My/2, which is 0 on [0,¢] for
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some € € [0,(My A M2)/2) and has a continuous strictly positive derivative
fE on [, Ms]. Let F, € F, be the nonparametric MLE, where F,, is the set
of distribution functions defined in Definition 2.1. Then F, converges almost
surely to Fy on [0, M1] in the supremum metric.

There are a lot of different ways to prove consistency, but we feel a preference
for the elegant method in [18], which is used in the proof below.

Proof. We use the same method as in section 4.2 of the second part of the book
[15]. Let ¢(F) be defined by

Y(F) = /log{F(s) — F(s—¢e)}dQy,(e,s),
for distribution functions F' on R, which satisfy F(z) =0, < 0. Then we get:
. —1 _ ra _ 7~
time™ {v (1-a)f+em) —v ()} <0,

since F}, is the MLE. The limit exists because of the concavity of 1. Evaluating
this limit, we get:

Fo(s) — Fo(s —e)
/ Fn(s) - Fn(s — e) dQn(e’S) <L

Proceeding as in section 4.2 of the second part of the book [15], we get from
this, if F' is a limit point for F,, (using Helly’s compactness theorem):

1 {Fo(s) = Fo(s — e)}?
/e Fis)— F(s o) dsdFg(e) <1. (3.1

We want to show that the minimum over F' on the left is equal to 1, and that
this can only be attained if F' = Fy. Note that by Remark 1.1, F,(s) = 1, if
s > My, and hence also F(s) =1, if s > Mj. This implies

/e_l{F(s) —F(s—e)}dsdFg(e) = 1. (3.2)
We therefore have:

[RGB o)
[ PR s pe) - P - 0} asdre(o

e (3 e
n /<5SM1 ol {{Fo(s) — Fo(s —e)}? 4 {F(s) = F(s — e)} ds dFg(e)

F(s) = F(s—e)
1 {1—F0(5—@)}2
+/s>Mlvee {m‘Fl—F(S—e)} deFE(e)

<2. (3.3)
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The function

{Fo(s) — Fo(s —e)}
y—x

is minimized if © = Fy(s—e) and y = Fy(s) (also if Fy(s—e) =0 or Fy(s) =1).

If F would not be equal to Fp, it would be different from Fy on an interval,

using the monotonicity of F and Fyy and the continuity of Fp, and then the left

side of (3.3) would be strictly larger than 2. Hence, by (3.2), the left side of (3.1)
would be strictly larger than 1, a contradiction. O

2
(z,y) — +y—=x

4. Asymptotic distribution of the MLE in the model for the
incubation time

We have the following result for the MLE in the model for the incubation time.

Theorem 4.1. Let the conditions of Theorem 3.1 be satisfied and let, more-
over, fg have a bounded derivative on the interval (¢, Ms). Let F’n € F, be the
nonparametric MLE, where the set of distribution functions JF,, is defined in
Definition 2.1, and let Fy be the distribution function of the incubation time.
Then we have at a point tg € (0, My):

n'3LE, (to) — Folto)}/(4fo(to) /er) % argmin {(W(t)+t}, (4.1)

where W is two-sided Brownian motion on R, originating from zero and where
the constant cg is given by:

_1 1 1
e /e [Fo(to) — Fy(to —e) - Fo(to +e) — Fo(to) 4Fz(e), (4.2)

The result shows that the limit distribution is given by Chernoff’s distribu-
tion. The jump in difficulty of the proof in going from the corresponding result
for the current status model (not discussed in this paper) to more general cases
of interval censoring models and to the model for the incubation time distribu-
tion is considerable. One expects in fact that Chernoff’s distribution will often
occur as (a universal) limit distribution in these contexts, but proving this might
be very hard.

The proof of Theorem 4.1 is given in the Appendix, section 9.3. For the
interval censoring, case 2, model the limit distribution of the MLE, under the
so-called strict separation condition, was derived in [6]. The strict separation
condition in the interval censoring, case 2, model seems somewhat comparable
to the condition that F; has no mass on an interval [0, €] in the present model.
That the exposure time (as observed!) has a strictly positive lower bound does
not seem such an unreasonable assumption.

At several places of the proof in section 9.3 of the appendix, we use arguments
improving on the arguments in [6], and the proof of the limit result for the
interval censoring model in [6] could be improved similarly. But we will not go
into these matters in this paper.
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It is of interest to investigate whether the nonparametric MLE has sample
variances that resemble the asymptotic variance of Theorem 4.1. To this end we
computed the variances over 1000 simulations of the MLE £, (t) at t = 6, if the
underlying distribution function is the truncated Weibull distribution function
F, g, defined by

dof 0 , ¢ <0,
Fop(x) = ¢ {1 —exp(=Bz~*)} /{1 — exp(—Miz~)} , x € [0, M],
1 , T > Mlv

(4.3)

where we choose M; = 20. We chose a = 3.03514 and 8 = 0.0026195, which
were the values of the estimates in the data on the Wuhan travelers, discussed
in [8] and section 5 of the present paper, if one assumes that Fp is a truncated
Weibull distribution. The distribution function Fr of the exposure time was
taken to be the uniform distribution on the interval [1, 30].

TABLE 1
n2/3 times the variances of ﬁn(ﬁ) for 1000 simulations for the model, where Fg is uniform
on [1,30] and Fy is a truncated Weibull distribution on [0,20]. The limit value of Theorem
4.1 is denoted. by oco.

n 100 500 1000 5000 10, 000 o0
n?/3. variance | 0.38990 | 0.36071 | 0.32329 | 0.28816 | 0.27188 | 0.27489

The asymptotic variance, given by Theorem 4.1, was computed using the
software package Mathematica, where the asymptotic variance o2 of the location
of the minimum of W (t) + 2, t € R, was taken from [16], see Table 4 of [16],
where the value 02 = 0.26355964 is given.

5. Confidence intervals for the distribution function

We now construct pointwise confidence intervals for the distribution function
on the basis of the SMLE (smoothed maximum likelihood estimator), defined
by (1.9). We have the following result.

Theorem 5.1. Let the conditions of Theorem 4.1 be satisfied and let h, be a
bandwidth such that h, ~ cn=/®, as n — oo, for some ¢ > 0. Moreover, let the
density fo be differentiable at t € (0, My), and let Kp, be defined by

Kp(u) = h 'K (u/h). (5.1)

for the symmetric kernel K which is the derivative of IK, defined by (1.10).
Finally, let the SMLE F,p, be defined by (1.9). Then

0?5 { B, (1) = Fo(t)} =5 N(p, 0?),
where

p=32f1) /ugK(u) du. (5.2)
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Moreover, if Qq is the probability measure of (E;, S;),
0% = lim V50,0 p 13, = lim =3 / O i (e5)2dQ0 (e, ), (5.3)
n—r oo n—oo

where

¢n t, Fo( ) ¢n,t,F0 (8 - 6)
Fy(s) — Fo(s —¢) ’

Ont. 5y (S, €) =

and the function ¢n; r, solves the integral equation

(t+e)—dx) o) —dxz—e) .
/>oe [Fo(ere Fo(x)  Fo(x) —Fo($—6>] et
=K, (t—x), € (0,M). (5.4)

The proof is given in Section 9.4. We here give an outline of the proof. We
consider:

/ Kt —w) d(By — Fy)(u) = - / ;. (e,5) dQofe, 5), (5.5)

where

65,.(9) =65, (5— )
br.(e:8) = E(s)—Fu(s—e)

and where ¢ solves the integral equation

[ O o) o) ew-) ]
/>0 [Fn(v+ e)—F,(v) E,(v)— E,(v—e) dFs(e)

= —Kp, (t—v), wve(0,M), (5.6)

replacing Fy by F), in (5.4). Note that ¢ has both discrete and absolutely
continuous parts. We do not have an explicit expression for ¢z or ¢y ¢ 5, but
can compute it numerically, see [7].

Let @, the empirical measure of (E1,S1),...,(E,,Sy). The proof of the
result can then be continued by proving

- [ 5. (9 d0
= /Hﬁn(e, §) d(Qn — Qo) + 0p (n*2/5>
— [ s (e9)d(Qu — Qu) + 0, (n27).
where we have a representation of [ IK(t — u)d(E, — Fy)(u) in terms of an

integral in the observation space f Ot F, A(Qn — Qo) in the last line, see Sec-
tion 9.4.
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Using Theorem 5.1, we can construct confidence intervals, using the boot-

strap, where we keep the exposure times F; fixed. Our bootstrap sample consists
of:

(Elv Sik)a ceey (Em SZ),
where
Sr=U;+V7, (5.7)

and where U} is uniform on [0, E;] and V;* is generated from the SMLE of the
incubation time with a bandwidth kg of order n='/9. The oversmoothing is used
to deal with the bias (see below) and was introduced in [17] in the context of
nonparametric regression analysis.

The random variables V;* are generated by first generating a random variable
Vi from the discrete distribution, corresponding to the nonparametric maxi-
mum likelihood estimator F),, and adding a random variable hoVi'y, where V7
is obtained by rejection sampling from the triweight kernel K, defined by

K(z) = g—g (1 — :c2)3 11 1(2), r e R, (5.8)
and where hg =< n~1/9. The 95% bootstrap confidence intervals are given by

(Fnh(t) - Q8,975(t), Fnh(t) - Q8.025 (t)) ’ (5~9)

where Qf go5(t) and Q g75(t) are the 2.5th and 97.5th percentiles of the values
of

on(t) = Fun, (1)

for 1000 (bootstrap) samples of (5.7), and where F*, is the SMLE with band-
width h, corresponding to the MLE F}* computed for a bootstrap sample of size
n.

Example 5.1. We consider smoothed bootstrap confidence intervals for a set
of n = 500 observations, based on the SMLE. For Figure 4 all 1000 values
E* (t) — Fypy (1), and the percentiles Qf o5 (t) and Qf g75(t) were determined.
Here and in the examples in the sequel we use the triweight kernel, defined by

(5.8), and IK is defined by

K(z) = /_x K (u) du, x eR. (5.10)

The incubation distribution was generated by the Weibull distribution also
used in the parametric models:

def | O , <0,
Fop(z) = { 1 —exp(—Bz™%), ,x >0,

where o = 3.03514 and 8 = 0.0026195. So, strictly speaking, the assumptions
of Theorem 4.1 are not satisfied, but the tail of this Weibull distribution is so
thin that the model is close to the model (4.3).

(5.11)
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Fic 4. Smoothed bootstrap confidence intervals for a set of n = 500 observations, based on the
SMLE. The red curve is the Weibull distribution function Fy g, defined by (5.11), from which
the incubation time distribution is generated. The blue curve is the SMLE. The distribution
of the exposure times E; is uniform on [1,30]. The bandwidths are h =3 and hg = 7.

The following result shows that we can expect the SMLE’s computed on the
basis of the bootstrap samples to behave asymptotically in the same way as the
original SMLE’s.

Theorem 5.2. Let the conditions of Theorem 5.1 be satisfied. Moreover, let
h ~ en~ Y5 and hg ~ con™?, for some positive constants ¢ and co. Then, at
t € (0, M),

2% {E2(8) = Fng ()} 2> N (. 0?),

given (FE1,51), ..., (En, Sn), almost surely along sequences (Ey,S1), (Fa,S2), ...,
where p and o? are defined by (5.2) and (5.9).

The proof of this result follows the lines of the proof of Theorem 5.1 in Sec-
tion 9.4, apart from the fact that in this case the distribution function generating
the (bootstrap) incubation times is F,j, (instead of Fy), which converges al-
most surely to Fj and that therefore Lindeberg-Feller conditions are used for the
central limit theorem because of the varying underlying measure. This matter
is discussed in the context of a nonparametric regression model in [13].

Note that the centering constant p arises from the difference

nho

/Kh(t — ) Fopo (w) du — Fppy (t) ~ Sh2F), (t) ~ $h2FJ (1),

and that we need here that hg tends to zero slower than n=/%, see section 5.1
below.

5.1. Bandwidth selection

We propose a bootstrap method to find an approximately MSE optimal band-
width for estimating Fy(t) at a point ¢ € (0, M;). The MSE we want to minimize
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as a function of & is given by:
MSE(t) = E{ Fun(t) — Fo(t)}”. (5.12)

The analogous bootstrap quantity (using oversmoothing, in the sense that hg <
n~=1/9) is given by:

2
MSE;(t) = E{{Fi(t) = Funa®}” | (B2, 81), ., (Bus S} (5.13)
where hg is called a “pilot” bandwidth. We shall show that (5.13) is asymp-
totically independent of the constant ¢y in the pilot bandwidth hg if we take

ho = Con_l/g.
Using integration by parts, we can write

7 (8) — Fopg (t /Kh (t —a) {E¥(x) — Fupy(x) } dz
4+ / Kn(t — 2) Buno (2) dz — oy (1),

We have (MSE is variance + squared bias):
MSE;(t)

~ E{{/Kh(t — ) {F;(x) - Fnho(x)} dx}2 ‘ (E1,S1), ... (En,Sn)}

2
+ {/Kh(t—l‘) Fnho(x) dm—ﬁ‘nho(t)} . (514)
For the second term on the right we get:

/Kh(t—m) Foung () dz — Fop, (t) = 2R2E), (¢ )/u2K(u) du+ o, (h?),

SO

E {{/Kh(t — &) Fopy (2) dz — Fnho(t)}z ‘ (Ev,S1), ..., (En,Sn)}

= I E), ()? {/uzK(u) du}2 + 0, (h*).

We have the following result.
Lemma 5.1. Let the conditions of Theorem 5.1 be satisfied. Moreover, let hg =

R ~ con_l/g, as n — oo. Then

Fony (1) == fo(t),  n— .

For reasons of space we omit the proof here. More details on this type of
lemma can be found in [13] in the context of monotone regression.
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Remark 5.1. Note that this convergence result does not hold if the pilot band-
width hg is of order n=1/5. For this reason the method suggested in [23], where
the pilot bandwidth is chosen of order n~/® will not work, since in that case the
variance of F;L’ho (t) will not tend to zero. Another way out is to use subsampling,
as used in [11], but choosing the right subsample size is a rather hard problem.

Since the first order behavior of the first term of (5.14) also only depends
on h and n and not on hg, the dependence on the constant ¢y in the pilot
bandwidth disappears in first order, as n — oo, which indicates robustness of
this bandwidth choice procedure. In fact, n*/° times the first term of (5.14)
tends to the limit variance (5.3) and n?/® times the second term of (5.14) tends
to the squared bias 2, where p is defined by (5.2), irrespective of the constant
¢o in the pilot bandwidth hg = con=/9.

Instead of minimizing (5.13) we minimize a Monte Carlo approximation of a
modified version of (5.13):

B m
B_lzZ{ o () —Fnho(tj)}z, (5.15)

where the F:;f(tj), i =1,...,B, tj,...,m are the estimates in B bootstrap
samples on a grid of equidstant points ¢;. The script for this procedure is given
by the R script bandwidth_choice_df.R on [7]. A picture of the bootstrap MSE
(5.15) as a function of h for the data of Figure 4 is shown in Figure 5.

0.070 4
0.065
0.060
0.055 4

0.050 —

0045 — T T T T T 1
2.0 25 3.0 3.5 4.0 4.5 5.0

Fic 5. The bootstrap MSE for the data in Figure 4.

5.2. Comparison of SMLE with parametric models

To make a comparison between the behavior of the SMLE and the parametric
models, we simulated the model with the incubation time, given by (5.11), where
a = 3.03514 and B = 0.0026195. We generated 1000 samples of size n = 500
and computed the box plots for the estimates of the SMLE and the Weibull and
log-normal distribution function at ¢ = 6. The bandwidth for the SMLE was
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h = 3, which is close to the value in subsection 5.1, minimizing the integrated
MSE for the example, considered there. The distribution of the exposure times
E,; is uniform on [1, 30].

Figure 6 illustrates that the SMLE is very much on target, but only has a
slightly larger variance than the Weibull estimate, which is the right parametric
estimate in this case. The log-normal estimate is totally off, as can also be seen
from this figure.

8
0.60 :
0.55 | °

; 8

0.50 T

0.45 ]

i 7 8

: ; 8

| | o
0.40 - : :
;
0.35 | 2 °©
°

T T T

SMLE Weibull log-normal

FIG 6. Box plot of estimates of F g(6), where Fy, g is defined by (5.11), with a = 3.03514 and
B = 0.0026195, for the SMLE and Weibull and log-normal mazimum likelihood estimators
for 1000 samples of size n = 500. The incubation time data are generated from Fo g. The red
line denotes the value of the true Fy g(6). The SMLE has bandwidth h = 3.

We also generated 1000 samples of size n = 500 from the log-normal distribu-
tion and computed the box plots for the estimates of the SMLE and the Weibull
and log-normal distribution function at ¢ = 6. We generated random vari-
ables from the log-normal distribution via the R command rlnorm(1, meanlog
=1.763329, sdlog = 0.3728888), see [7]. The distribution of the exposure
times E; is again uniform on [1, 30].

It is seen from Figure 7 that this time the Weibull estimates are totally
off, but that the SMLE behaves again reasonably. The SMLE will indeed be
consistent in both cases, as a consequence of Theorem 3.1, in contrast with the
parametric estimates.

To compute confidence intervals for the parametric models, we compute an
estimate of the asymptotic variance of the estimates F, g(z), where F,, g(z) is
either a Weibull distribution function or a log-normal distribution function. To
this end we first compute the observed Fisher information for the parameters «
and § under the parametric assumption. So we compute

A~ b

22 %
R N 0é2 [6%
I(Gn, Bn) = — ( 0% i )E(F‘“"’) (0.8)=(6n fin)

9008 952
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FI1G 7. Boz plot of estimates of Gqo g(6), where Gq g is the log-normal distribution, with
location an scale paramters o and 3, specified in the text, for the SMLE and Weibull and
log-normal mazimum likelihood estimators for 1000 samples of size n = 500. The incubation
time data are generated from G g. The red line denotes the value of the true G, g(6). The
SMLE has bandwidth h = 3.

where
U(Fop) =n""> log{Fup(Si) — Fap(Si — Ei)}
1=1

This gives as estimate of the asymptotic covariance matrix of (&, Bn)

Sn,11 Sn.12 def /5 \—1
SYL - ’ ’ =1 nyMn
< Sp,12 Shp,22 ) (& Bn)

The variance of \/ﬁ{Faﬂ (z) — Fa,p(x)} is now estimated by
) ? ) ?
A 2 -~ R -~ N
onle)” =Snns (5‘a Faﬁ(x”(aﬁ)—(%ﬁﬂ) + Snaz (E)ﬂ Faﬁ(x”(a,ﬁ)—(an/ﬂu)
d 0
- 25"’12a_aF“ﬁ(”3)|<a,ﬁ>:<dn6n>a_gFaﬁ(x)’<a,a>:<aan>’

and hence we can use as 95% confidence intervals of F, ; (z):
F, 5 (2) = 1966,(z)/v/n,F, ; (x)+1.96 &n(x)/\/ﬁ] ,

using the asymptotic normality of (4, ﬁn) and the differentiability of Fi, g(z)
w.r.t. a and 3. We compare this with the 95% bootstrap confidence intervals
for the SMLE, given by (5.9).

To this end we generated 1000 samples of size n = 500 from the Weibull and
the log-normal distributions, respectively, and computed the confidence interval
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F1c 8. Confidence intervals for a sample of size n = 500 from the Weibull distribution (5.11).
(a) SMLE, (b) Weibull and (c) log-normal intervals. The blue curve is the estimate and the
red curve the real Weibull distribution function.

0.0- 0.0 - 0.0-

(a) (b) (c)

Fic 9. Coverages for 1000 samples of size n = 500 from the distribution (5.11). (a) SMLE,
(b) Weibull and (c) log-normal coverages. The dashed red line segment is at level 0.95.
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Fi1c 10. Confidence intervals for a sample of size n = 500 from the log-normal distribution
with parameters o = 1.76333 and 8 = 0.37288. (a) SMLE, (b) Weibull and (c) log-normal
intervals. The blue curve is the estimate and the red curve the real log-normal distribution
function.

at 99 equidistant points on the interval (0,15). Examples of the estimates are
shown in Figures 8 and 10.

We plottted the coverages of the SMLE, Weibull estimate and log-normal
estimate in Figures 9 and 11. It is clear that the SMLE gives good coverages for
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Fic 11. Coverages for 1000 samples of size n = 500 from the log-normal distribution of Figure
10. (a) SMLE, (b) Weibull and (c) log-normal coverages. The dashed red line segment is at
level 0.95.

both underlying distributions, but that the parametric estimates only do well
if the data are generated from the same type of distribution, as was already
suggested by Figures 6 and 7. The coverages were computed by simply counting
the number of times the intervals contained the correct value of the distribution
function for all points of the grid and plotting the relative fraction of times it
was inside the interval. We only plotted the results in the range 3 to 10 (days),
since the distribution functions are either to close to zero or to 1 outside this
interval, so that all estimates become unreliable outside this range.

We finally also computed the lengths of the intervals as a function of the
location where they are computed. We simply took the means over the 1000
samples that were drawn. It is clear that the widths of the parametric intervals
are very similar in the two situations, but that the widths of the intervals of
the SMLE behave somewhat differently. It is also clear that the intervals of the
SMLE are generally the largest ones, as expected, but also that the differences
are not very large.

All results in this section can be reproduced by the R scripts in the directory
bootstrap of the repository incubationtime in [7].

6. Estimation of quantiles and comparison with parametric methods

We now illustrate the difference between the nonparametric approach and the
approach using distributions like the Weibull, log-normal, etc. for the incubation
time distribution. This is shown for the problem of estimating the 95th percentile
of the distribution. To this end we generated 1000 samples of size n = 500
and also size n = 1000, using the same Weibull distribution to generate the
incubation time distribution as we used in Section 5 for constructing confidence
intervals. This example is also given (for sample size n = 500) in [9].
In the Weibull approach to the problem, we maximize for a, 5 > O:

> log {Fa,p(S:) — Fu,p(Si — Ei)}, (6.1)
=1
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Fic 12. Widths of the confidence intervals for the 100 points of the grid. The red curves
give the widths for the SMLE, the blue curves the widths for the Weibull estimates, and the
dashed black curve the widths for the log-normal estimates. (a) Results for the samples from
the Weibull distribution. (b) Results for the samples from the log-normal distribution.

where F), 5 is defined by (5.11). This gives a maximum likelihood estimate F, ;

of the distribution function, where (@&, ) maximizes (6.1) over (a, 3). The esti-
mate of the 95th percentile is then defined by FO:%(O.%), where Fa_é denotes
the inverse function. 7 7

In the log-normal approach to the problem, we maximize for « € R and

B> 0:
3 108 {Gas(51) — Gas(Si — B} (62)

where G g is defined by

Gap(x) = @ ((logz —a)/B), (6.3)

for > 0 (zero otherwise), where 8 > 0 and ® is the standard normal distribu-
tion function. The estimate of the percentile is then given by G;%(O.%), where
(&, B) maximizes (6.2) over (a, f3).

In the nonparametric maximum likelihood approach we simply maximize

D log {F(S) = F(S; — )}

over all distribution functions F. This give the nonparametric MLE F,, from
which we compute the SMLE F,, 5, (t) = [ IKp,(t—y) dE,(y) and the estimate of
the 95th percentile Fn_,lln (0.95). The bandwidth h was chosen to be h = 6n~1/5.
Note that, using the delta method, we find:

n2/5 {F,;}In(o.%) - F;},(o.%)}



incubation time distribution 1941
= _p2/5 {Fnh (F1(0.95)) — 0.95)} / fas (F;g(o.%)) +o,(1),

where f, g is the Weibull density, corresponding to the distribution function
F, s, defined by (5.11).

The results of this simulation for 1000 samples of size n = 500 are shown in
the box plot Figure 13.
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Fic 13. Boz plot of 95th percentile estimates for the nonparametric, Weibull and log-normal
mazimum likelihood estimators for 1000 samples of size n = 500. The incubation time data
are generated from a Weibull distribution. The red line denotes the value of the true percentile.

The black line segments in the boxes are at the position of the median. Finally,
the red line denotes the value of Fa_é (0.95) ~ 10.17716, where («, ) are the

parameters of the Weibull distribution. R scripts for all methods are given in
the directory “simulations” of [7].

It can be seen that, since the incubation time data were generated from a
Weibull distribution, the estimates of the quantiles assuming this distribution
have indeed the smallest variation. But the nonparametric estimates, not making
the assumption that the distribution is of the Weibull type, are also pretty good,
whereas the estimates, assuming a log-normal distribution are completely off
(in fact, these estimate are inconsistent). The SMLE adapts to the underlying
distribution and provides consistent estimates, using the consistency of the MLE
itself, derived in Section 3 and the consistency of the SMLE, which can be
deduced from this.

One sees that the uncertainty about what interest us, is not much larger
when one only uses the nonparametric SMLE than when one assumes that the
incubation time distribution is Weibull (which is the correct distribution in this
simulation setting), but much larger when one assumes log-normal. While there
is absolutely no scientific (medical) reason to “believe” Weibull, or to “believe”
log-normal. They lead to completely different statistical inferences, hence could
lead to completely different policy recommendations.
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7. Other smooth functionals

The first moment is the prototype of a smooth functional, The asymptotic nor-
mality and y/n convergence of the estimate

/ 2 dE ()

where E, is the nonparametric MLE was given for the current status model in
[15], Theorem 5.5 of Part 2. The asymptotic variance is given by

52 :/Fo(t){l ~ Fo(t)}
9(t) ’

where g is the density of the observation times and F{y the distribution function
of the hidden estimate.

Similar results for more general cases of interval censoring are given in Chap-
ter 10 of [12], but in those cases the expression for the asymptotic varaiance is
coming from the solution of an integral equation and no longer explicit as in the
case of the current status model. A similar situation holds for the model for the
incubation time distribution.

We have the following asymptotic normality result for the estimate of the first
moment, based on the nonparametric MLE F,, for the incubation time model,
if the support of the incubation time distribution is [0, M]:

\/ﬁ{/xdﬁ‘n(x) - /xdFo(x)} 2, N(0,0?), (7.1)

where N(0,0?) is a normal distribution with mean zero and variance

M,

o? = — o, (x) de.
0

and ¢, is also the solution of the following equation in ¢:

[ dlvte)=dv)  ¢(v) —dv—e) o )
/ [FO(U+€)—F0(U) Fo(v) —Fo@_e)} dFp(e) =1,  wve [O’éﬁ])'
2

The distribution function Fg of the exposure time was again chosen to be the
uniform distribution function on [1, 30].

The derivation of this result is given in the Appendix. The inconsistency
of the estimate based on the log normal model is again clearly seen from the
boxplot Figure 14. However, if we would have generated the incubation time
distribution from a log normal distribution, the estimate based on the Weibull
distribution would be inconsistent, so Figure 14 cannot be interpreted as showing
the superiority of the Weibull distribution.

Examples of the behavior of the density estimate

Funt) = / Kt - y) dEu(y),

which converges at rate n?/7, where h ~ en='/7, ¢ > 0, are given in [8].
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Fic 14. Box plot of estimation of the first moment of the incubation distribution for the
nonparametric, Weibull and log-normal mazimum likelihood estimators for 1000 samples of
size n = 5000. The incubation time data are generated from a Weibull distribution. The red
line denotes the value of the actual real first moment.

8. Conclusion

We proved that the nonparametric MLE in a model for the incubation time
distribution converges in distribution, after standardization, to Chernoff’s dis-
tribution. The rate of convergence is cube root n, if n is the sample size, under
a separation condition for the exposure time. We also discussed (locally) dif-
ferentiable functionals of the model, estimated by corresponding functionals of
the nonparametric MLE, which converge after standardization to a normal dis-
tribution at faster rates, where the constants are given by the solution of an
integral equation.

This provides an alternative for the parametric models that are usually ap-
plied in this context, estimating the incubaton time distribution by, e.g., Weibull,
gamma or log-normal distributions. If the parametric model is not right (there
is in fact no scientific or medical reason to choose for Weibull, gamma, Erlang,
log-normal. etc., and one sees for this reason usually these distribution applied
at the same time), the estimates are inconsistent if the chosen model does not
hold, as we demonstrate in Sections 5 to 7.

As shown in Section 7, for parameters like the first moment, we do not have
to choose a bandwidth parameter, while the behavior of the estimate based on
the nonparametric MLE is competitive to the parametric estimates in this case,
even if the model for the parametric estimate is right.

A major difficulty in this field is that we cannot obtain observations of the
type we would like, because we have to deal with discrete observations of the
times of getting symptomatic, rounded to days. And in the so-called doubly
censored model the times of getting symptomatic are only known to belong to
a certain interval of days. This situation is discussed in [10]. In this case the
nonparametric MLE is an estimate of an integral over the distribution function
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of the incubation time (and not of the distribution function itself) and one
has ordinary square root n convergence and asymptotic normality for these
estimates, as is shown in [10].

R scripts for computing the estimates are given in [7].

9. Appendix
9.1. Integral equations

As explained in the Appendix of [8], the theory of the estimation of smooth
functionals in the model is based on certain integral equations. For the incu-
bation time model an extra indicator A; was introduced to indicate whether
S; < E;.

But introducing such an indicator is not necessary. So we define the score
function 6§ without these idicators and get as definition for the score function:

B B _ Ja(x)dF(z)
Ofe.s) = Ea(X)|(E.5) = (e.5)} = Fy s s
(compare to (A.1) in [8]). This is the conditional expectation of a(X) in the
“hidden” space of the variable of interest (the incubation time), given our ob-
servation (E,S). Note that we changed the notation somewhat w.r.t. [8], and
denote the distribution function of the incubation time by F' instead of G.
Defining

o(t) = / oy MA@,

we get the following representation for the score function, conditioned on X = x:

o . o) —s—e) . .
o sx=a=[ { /se@,m} et }dm ).

(9.1)

Note that in [8] the distribution function Fg was taken to be uniform, just as
an example, but that we do not assume that here.

Differentating (9.1) w.r.t. =, we get the following integral equation, with on
the right the derivative of the functional we want to estimate, denoted by ):
[ [fard=tn _ s —se—o

Fzte) —F(z) F(z)— Flz— e)] dFp(c)

— ¢(1.) 671 e) — M 671 e
11— F(x) /e>JV11:v 4Fs(e) F(x) /e>a: 4F(e)

Jr/671 [%1{6<Nh—x} - %1{e<x} dFg(e)

= (x), x € [0, Mq]. (9.2)
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This is called a Fredholm integral equation of the second kind. Here and in the
sequel, we assume that distribution functions are right-continuous.
We assume that Fg satisfies the following condition:
(F1) Fg is a distribution function on [0, M), My > M /2, which is 0 on [0, €] for
some ¢ € (0, (M1AMs)/2) and has a continuous strictly positive derivative
fE on [, M]. The distribution function is defined to be 1 on [My, 00).
We define the class of distribution functions F in the following way.

(F2) F consists of the distribution functions F' on [0, M;] with only a finite
number of jumps, contained in (0, M;), and satisfying

F(u)—F(t)>c¢>0, ifu—t>e and t,ue(0,M)] (9.3)
where € > 0 is defined as in Definition (F1). The distribution functions
are extended to [0, 00) by defining it to be equal to 1 on [My, 00).

Note that the MLE satisfies the conditions of (F2) for sufficiently large n,
by the conditions of Theorem 4.1 (in particular the fact that the density fy is
strictly positive on (0, M;)) and the consistency of the MLE (Theorem 3.1).

Lemma 9.1. Let Fg be a distribution function on [0, M,], satisfying condition
(F1) and let F € F, where F is defined in (F2). Moreover, let, F € F satisfy:

{I—F@}/%eAdEﬂ@+FﬂX/NM%e”dﬂﬂ@2c>0 (9.4)

for some ¢ > 0 and each t € [0, M;].
Finally, let ¢ : [0, M7] — R be a bounded right-continuous function with

left-limits (cadlag) on [0, My]. Then the equation (9.2) has a unique solution in
¢:[0,M;] - R.

Proof. Consider, for t € [0, M;], the homogeneous equation
oy {t-r) [ taree+ro [
e>t e

= F){1 - F(t)}

,/;4[¢@+@—¢®1 _ o(t) =t —e)
Flt+e) —F() M-8 " Py~ F(t—e)

eldﬂﬂ@}

>My—t

1{e<t}:| dFE(e).
(9.5)

Since F'(0) = 0 and F(M;) = 1, the solution has to be zero at t = 0 and ¢t = M;.
Suppose there exists a point ¢ € (0, M;) such that ¢(¢) > 0 for a solution ¢. If
the maximum of ¢ is reached at the point s € (0, M7), we get that the right-
hand side of (9.5) is nonpositive at t = s, whereas the left-hand side is > 0, a
contradiction. Note that we use condition (9.4).

If the supremum is not attained, we take the limit from the left and get
that the limit on the left is strictly positive, whereas the limit on the right in
nonpositive, which leads again to a contradiction.
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F1G 15. The solution of (9.2) if Fy is uniform on [0,20] and Fg is uniform on [1, 30].

A similar argument holds if there exists a point ¢ such that ¢(t) < 0. It now
follows from Theorem 3.4 in [21] that the integral equation has a unique solution
(see also Lemma 10.1 on p. 294 of [12]). O

Example 9.1. We consider the example 1) = 1, F is the uniform distribution
on [1,30] and Fy is uniform on [0, 20]. In that case all conditions of Lemma 9.1
are satisfied. One could think of an exposure time of at most 30 days and at
least one day in the incubation time model. It is shown in Section 9.5 that

\/ﬁ{/mdﬁ’n(m’) - /xdFo(x)} 2, N(0,0%),

where
M

o2 =— o, (x)de,
0

where ¢p, solves (9.2) for ¢ = 1 and F = Fy, where we choose in the present
example Fj to be the uniform distribution on [0, M;]. We can solve equation
(9.2) approximately by a matrix equation, see [7].

Example 9.2. If ¢ = 1jg o), where a € (0, M), ¥ is not continuous on [0, M],
but still satisfies the conditions of the lemma. In this case the solution has a
jump at a, as is shown in Figure 16 for a = 10.

This corresponds to the functional

= Y, p(z) = golz) — /ga(z) dF(x),
where the function g, is given by

9a(x) = 21j0.0) () + a 1jg, a1, (), x € [0, My].
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FI1G 16. The solution for ¢ = (g 10y if Fo is uniform on [0,20] and Fg is uniform on [1, 30].

Note that g, is continuous, a fact that is absolutely essential in the smooth
functional theory.
Integration by parts gives:

/ga(x) dFy(x) = aFy(a—) — /0 Folx)dz + a{l — Fo(a)} = /Oa{l ~ Fy(z)) da.
Hence we get generally:

[ ¥ar@ d(F - F)(a) = - [ Vor(@)dFo(a / [F(a) - Fo(a)} da
So in studying expressions like foa{ﬁn (z) — Fo(x)} dz, for a € (0, M;], where F),
is the nonparametric MLE and F{ the underlying distribution function, and in

showing things like

sup
aE[O M)

/ {Fu() — Fole)} de

= OP(]'))

we need a functional of this type in the proof of the limit result for the MLE in
the incubation time model.

9.2. Properties of the solution of the integral equation (9.2)

The integral equation (9.2) has the same structure as the integral equations for
the interval censoring, case 2, model. This equation is given by (10.33) on p.
292 of [12].

Let, for F' € F, the function dp be defined by

dp(t):{1—F(t)}/>te_1dFE(e)+F(t)/ e YdFg(e). te€[0,M].

e>Mq—t
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We have:
inf dF(t)
te(0,Mq]
> min (l—F(%Ml))/ e_ldFE(e),F(%Ml)/ e tdFg(e) .
>3 M, e>3M,

(9.7)

So, if min{F(1M;),1 — F(1M;)} > ¢ >0, for all F € F and a constant ¢ > 0,
we get dp(t) > ¢ > 0 for another constant ¢/ > 0 and all ¢t € [0, M;] and F € F,
provided

/ et dFg(e) >0,
EZ%MI

which follows from our condition (F1) on Fg.
Since € < %Ml, the condition

Pirelffmin{F(%Ml), 1-F(3M1)} =c>0 (9.8)

is implied by condition (9.3). This means that we can prove that soluions of
the integral equation are uniformly bounded for F' € F. We get the folloiwing
result.

Lemma 9.2. Let Fg be a distribution function on [0, Ms], satisfying condition
(F'1) and let the class of distribution function F be defined by (F2). Let ¢ :
[0, M;] = R be a bounded right-continuous function with left-limits (cadlag)
on [0, M;]. Then the solutions ¢ of equation (9.2) are uniformly bounded in
FeF.

Proof. The equation can be written

P(t)
=dpt)"" @) + drt) T F(H{1 - F(t)}
1| ot +e) — (1) o(t) — ¢t —e)
./e 1 {ml{ed/h_t} - F(t)——F(t—e)l{Kt} dFg(e).
(9.9)

where dp is defined by (9.6). Since dp(t)~14(t) is clearly uniformly bounded,
using (9.7), (9.8) and the boundedness of 1, we only have to consider the second
term on the right-hand side of (9.9). But for this term we use the same type
of argument again that we used in the proof of Lemma 9.1. If the solution ¢p
attains its supremum at s € [0, M;], this term is nonpositive at s. Otherwise we
take the limit from the left. So the upper bound is bounded by

dp(s)"'(s) + dp(s) " F(s){1 — F(s)}

or its limit from the left at s if the supremum is not attained.
The same type of argument applies to the lower bound. O
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Analogously to the interval censoring model, we have to consider the function
&r, defined by

Er(x) = #%a x € (0, My),

where ¢ solves (9.2) and where we define 0/0 = 0. The function {r satisfies a

similar integral equation as the function ¢p. This is seen in the following way.
We have:

or(y) — or(x) ={&r(y) — Er(@)} F(y){1 - F(y)}
+&r(@)[Fy){1 - F(y)} — Fla){1 - F(a)}].

Moreover, if F(y) > F(z),
Fy){1-F(y)} — F){1 - F(z)

F(y) — F(x)
So we find, wrting ¢ = ¢p and £ = £p:

L ot +e)—o(t)
S g 1P

[ eftra-en
e<M;—t F(t+€) - F(t)

=1-F(z) - F(y).

F(t+e){l—F(t+e)}dFg(e)

+E) /<M MU= P40~ F)}dFi(e)

In a similar way we find:

Lot — ot )
/ T F(—e) TP

- /mt elm F(t—e){l — F(t—e)}dFg(e)

+Ew) /<t e~ {1 — F(t) - F(t — ¢)} dFp(c),
So we find that &g solves the equation
c(t)E(t) = {dr () F(D{1 = F(6)} " ¥(1)

1 &(t+e)=&(t)
+/6<M1_te Flite) —Fp) L GOl - Flt+e)ldFple)

- /Kt 6_1% F(t—e){l = F(t — e)}dFg(e)
in &, where ¢(t) is defined by:

o) =1+ /<t e~ {1 — F(t) - F(t — ¢)} dFi(e)

—/ e {1 = Ft+¢) — F(t)} dFs(e)
e<M;—t
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—1 +/ e {F(t+¢) — F(t — ¢)} dFu(e)
e<tA(My—t)

+ /tSKMl_te‘l {1 - F()}dFp(e) + /Ml_t§e<te—1F(t) dFp(e).

So the equations have the same properties as the integral equations in the
interval censoring, case 2, model and we get in particular the following lemma
(Lemma 10.5 on p. 297 of [12]).

Lemma 9.3. Let F be the class of distribution functions on [0, My] that are
either absolutely continuous, with a continuous density staying away from zero
on [0, M4], or a piecewise constant distribution function with a finite number of
Jumps, satisfying assumption (F2). Let ¢ be continuous, with a bounded deriva-
tive except at an at most countable number of points, where right and left limits
exist. Then:

(i) The derivative of ¢ at the points of continuity is bounded, uniformly over
F € F and the points of continuity, implying

lor(y) — ¢r(z)] < K1y — =

if y and x are in the same interval between jumps. K1 is independent of
F and x. The same holds when ¢ is replaced by Ep.
(i) At the discontinuity points x of F,

loF(2) — dop(z—)| < K2 |[F(z) — F(z—)| + Ks|k(z) — k(z—)|,
and

Er(z) —Erp(z—)| < K2 [F(z) — Fz—)[ + Kslk(z) — k(z—)],
with Ko > 0 and K3 > 0 independent of © and F'.

The proof follows the steps of the proof of Lemma 10.5 on p. 297 of [12] and
is therefore omitted. Note however, that we have to extend this lemma, because
we want to treat discontinuous functions ¢ such as 1 4 on the right-hand side
of the integral equation.

We will need the following extension, analogous to Corollary 4.2 in [6].

Corollary 9.1. Let F be the class of distribution functions on [0, M;] that are
either absolutely continuous, with a continuous density staying away from zero
on (0, My), or a piecewise constant distribution function with a finite number of
Jumps, satisfying assumption (F2). Let ¢ be a bounded right-continuous function
with art most a finite set of discontinuities D, with a bounded derivative except
at an at most finite number of points, where right and left limits exist. Then:

(i) The derivative of ¢ at the points of continuity is bounded, uniformly over
F e F and the points of continuity, implying

lor(y) — or(2)] < Ky |y — =

if y and x are in the same interval between jumps. K1 is independent of
F and x. The same holds when ¢p is replaced by Ep.
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(ii) At the discontinuity points = of F or t:
07 (z) = ¢p(x—)| < Ks|F(x) — F(z—) + K|y (x) — ¢(z—)|
and similarly
€p(2) = Ep(2—)| < Ka|F(z) — F(a—) + Ks|ip(z) — ¢ (z—)]

where Ko and K3 are positive constants independent of x and F'.

The proof follows from the preceding results in the same way as the proofs
of Lemma 4.3 and Corollary 4.2 in [6] follows from the correponding results on
the integral equation there.

9.3. Proof of Theorem 4

A fundamental tool in our proof is the so-called “switch relation”, see, e.g.,
Section 3.8 in [12]. We define, for a € (0, 1)

Un(a) = argmin{t € [0,00) : V,,(t) — aG,(t)},

where V,, is defined by (3.7) and G,, = Gn,Fn is defined by (3.6) for F = F,.
Then we have the so-called switch relation:

E,t) > a <= Gu(t) > Gp(Upn(a)) < t>Uy(a).

see, e.g., (3.35) and Figure 3.7 in Section 3.8 of [12].
We have:

B {n* {Fulto) - Foto)} = o} =P {n* {Unlao + 0~ /50) ~ 1o} <0},

where ag = Fy(to). Using the property that the argmin function does not change
if we add constants to the object function, we get:

Un(ag +n~Y3z) = argmin {t €10,00) : Vi (t) — (a0 + n_1/3a:)Gn(t)}
— argmin {t € [0,00) : Vi(t) = Va(to) — (a0 +n~/32) {Go(t) — Gn(to)}}
= argmin{to +n7 Y3 >0: / F,(u) dGy, (u)
w€(to,to+n—1/3t
+ W, 5, (to + 071 %1)
— W, g (to) = n V30 {Gn(to /3 - Gn(to)} }

where

/ E,(u) dGy(u) = —/ E,(u) dGy (u), ifv<t.
u€(t,v] u€lv,t)



1952 P. Groeneboom

Remark 9.1. Note that by the assumptions on Fr and Fy we may assume
that F,,(s) — F.(s — e) stays away from zero for n sufficiently large if e > ¢ and
s—e>0.

Let m = max;(S; — E;)+, and let X,, be defined as in Lemma 9.4 below.
Then, letting 6; = 1{8S6}7 0o = 1{e<s§M1} and 03 =1 — §; — da.
W Jjﬂn (to + nil/Bt) — Wn,ﬁ‘n (to)

n

= X,(t) +/t Aal dQo(e, s)

o<s<totrn-1/3t I}, (s)

[@<s—e§t0+n_1/3t ﬁn(S) — Fn(S — 6)
to<s<totn—1/3t F(s) — Fp(s —€)

3
- —————dQo(e, s)
/t0<s—e§t0+n1/3t 1-F,(s—e)

1 o)
2

+

= Xn(t)

+

/to<s<(t0+n1/3t)/\m,s<e Fn

_ / ( (
to<s—e<to+n—1/3t,e<s<m n(S — Fn(s — e

+ / i
to<s<tod+n—1/3t,e<s<m F,(s)—F,(s—e

_ . (
~/tg<s—e§tg+n1/3t,s>m 1-— Fn(S —e

By a change of variables, we can write the last expression in the form:

F
X (t) + / e ! AO(S) ds dFg(e)
to<s<(to+n—1/3t)Am F,.(s)

/t0<s<t0+n_1/3t,s+e<m F,(s

" / d
to<s<to+n—1/3t,e<s<m F,(s) —

(s—e)
1 — F
—/ et AO(S) dsdFg(e),
to<s<to+n—1/3t,ste>m 1 — Fp(s)

For future reference, we define

F
/ e 15 (s) ds dFg(e)
to<s<(to+n—1/3t)Am F,(s)
1 Fo(s +e) = Fo(s)

/to<s§t0+n1/3t,s+egm F,(s+e)— Fo(s)

Y, (t) =

ds dFg(e)
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F — Fy(s —
+/ 671 AO(S) A0(8 6) deFE(e)
to<s<to+n—1/3t,e<s<m Fn(s) - Fn(s - 8)
1— F
—/ e_liAO(S) dsdFg(e), (9.10)
to<s<tg+n—1/3t,s+e>m 1-— Fn(s)

We have the following lemma.

Lemma 9.4. Let, under the conditions of Theorem 4, the process X,, be defined

by:
Al = /t0<3§t0+n1/3t Fjés) Q@ — Qo)(e;5)
‘AKSmeqmﬁxg_?Ms_@d@n—Qw@g
o B Fr g 4@ 0e)

03
_ —d(Q,, — e,s),
w/to<s—e§t0+n—1/3t 1—FEy(s—e) ( Qo)(e, s)

where 01 = lys<ey, 02 = lfecs<nryy and 63 = 1 — 61 — d2. Let tg be an inte-
rior point of the support of fo. Then n*/3X, converges in distribution, in the
Skorohod topology, to the process

t— JegW(t), t €R,

where cg and W are the same as in Theorem 4.

Proof of Lemma 9.4. This follows from the convergence to the same limit pro-
cess of

&@:[ O 4@y — Qo)(ess)

0<s<tg+n—1/3¢ FU(S)

d2
_ /to<se<to+n1/3t Fo(s) _ Fo(s — e) d(@n - Qo)(e, s)
02
i /to<s§to+n—l/3t Fy(0) — Fo(s — e) d(Qn — Qo)(e, 5)
03
- /to<s—e§f,0+n1/3t T(s—e) d(Qn — Qo)(e;s),  (9.11)

and the consistency of E, together with the entropy with bracketing for the
Lo-norm of the functions

1

Y to —n~"Y3M, ¢t —13M >
(e’s)’_)F(s)—F(s—e)’ s€to—n o+ mn 1, e>e,

for M > 0 and distribution functions F' such that {F(s) — F (s —e)}1{c>¢} stays
away from zero for s in the relevant interval (see, e.g., p. 59 of [12]).
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Note that we get for the variance of (9.11):

var (X, (t))
01
Nn—l/ dQo(e, s
to<s<to+n~—1/3t FO( ) 0( )
et / % dQole, s)
to—e<s<tog—e+n—1/3t {Fo(s) — Fo(S — 6)}2 7
)
+ n_l/ 2 5 dQo(e, 5)
to<s<to+n=1/3t {Fo(s) — Fo(s —e)}
_ 03
+n 1/ dQo(e, s)
to—e<s<to—e4+n—1/3t {1 - Fo(S - 6)}2 0

1
n_l/ e ' ———dsdFg(e)
to<s<to+n—1/3t,s<MiAe FO(S)

1
B /to<s<t0+n 1/3¢, ste< M, eilp (51 ¢) — Fols) ds dFg(e)
1
B /to<s<to+n—1/st,e<ng1 e Fo(s) — Fo(s —e) ds dFg(e)
1
- /o<s<t0+n 134 stes> M, 6711_714—.0(8) ds dFg(e)
~ n*4/3t/ Folto) = Fo(to s dFg(e)
+n*4/3t/e 1F0(t0_|_e) _Fo(to) dFE(e) 0

We will also need the following rate result for the Lo-distance.

Lemma 9.5. Let the conditions of Theorem 4 be satisfied.. Then
1B = Foll = O, (n71/%). (9.12)

Proof. We define the (convolution) density gz by (1.1) and follow the exposition
in [24], Example 7.4.4. The condition that the exposure time F stays away from
zero is comparable to the condition (7.41) on p. 116 of [24] that the intervals
[U,V] have a length which stays away from zero. In this case we find that the
squared Hellinger distance satisfies:

hap,  ar,)? = /{\/ﬁ \/ﬁ}zddeE(e)

/ e—l/ {\/ﬁ’n(s)—f?’n(s—e)
e€le,M>] s€[0,M1+Ms>)

2
— /Fy(s) — Fo(s — e)} dsdFg(e)

=0, (n—2/3),

N[
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see (7.42) in [24].
We can write the next to last term above in the form (using Fubini’s theorem
and a change of variables):

/<M1+M2{\/%—JW}2/ e~V dFp(e) ds
i /<Ml+M2{\/7 W} />M15 e ' dFg(e)ds
T2 /<Ml+M2{\/F s+¢) = Fu(s)

~VFo(s+e)— Fo(s )} /<M1 Se_ldFE(e)ds

*2 /S<M1+M2{\/F (5) =

E,
— /Fy(s) — Fo(s —e) } e LdFg(e)ds.

N[=

(s —e)

So we get in particular

/<M1+M2{F \/T}/ eV dFg(e) ds
e /<M1+M2{\/1_7 W}/ e 1 dFg(e)ds

>M;—s
=0, (n_2/3) ,

implying

N[

/<MI+M2 {m \/%}2 ds

[, [ v
<Mi+Ms
=0, (nfz/s) ,
by our assumptions on Fg. The relation
(@02 ={va-vi} {Varvi) <a{va-vb}  Labelou

now gives the result. O

The following lemma. corresponding to Lemma 4,4 on p. 146 of [6] is crucial
in our proof.
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FiG 17. The solution ¢, I for t =10 and n = 10%, if Fy is uniform on [0,20], and Fg is
uniform on (1, 30].

Lemma 9.6. Let the conditions of Theorem 4 be satisfied and let E, be the
MLE. Then:

sup \/_/ {F — Fo(z)} do = 0, (1).

te[0,M1]

Proof. Let ¢, 1, be the solution of the integral eqaution

/671 |: (b(l‘ + 6) — ¢($) _ ¢(SC) — ¢(I — 6) dFE(e):l[O,t)(Jf), = [O,Mﬂ,

Fo(x+e)—E,(z) E,(z)—Ey(x—e)

see (9.2) above, and let 0,  be defined by

o (e,8,01,85) = 6 25, () 5 Gup (7€) o o) — s~ o)

Gt 3 ~ )
o F.(s) 1—F,(s—e¢) F,(s) — Fn(s—e€)

where 01 = ly<ey, 02 = lyecs<nr,) and 03 = 1 — 41 — d2. A picture of such a
¢, 5, 1s given in Figure 17.

Note the similarity of Figure 17 to Figure 16 above, where F|, instead of E,
is used. We have, if ¢ = b £,

t M, .
/0 {F.(z) — Fo(z)} do = / Loy (@) {Fu(z) — Fo(z)} da

- [t -m@) [ [t o

(x+e)— E,(x

/M"‘ . /M1 {Fo(z) — Fo(z —e)H{o(x) — d(z —e)} dz dFg(e)
n(x) - F"(x —e)
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_/M/ Fo(x >(¢< ) dedFa(e)

=0
M Mire 1 - Fo z—e)}p(z—e)
/ /z o dx dFg(e)

_/Ht,ﬁn(675761762)dQ0(€, s).
Note that

[ [ [ e

" [ o)~ ote - ey dvariste /M2 - / $() dz dF5(c)

Mo M1+e
/ / ¢(x —e) dx dFg(e)
r=

Also note that for the argument x + e > M; we use
E,—Fy=1—Fy—{1—E,}.

The argument now follows the reasoning of the proof of Lemma 4.4 in [6], where
we use the properties of the solution of the integral equations, discussed in
Section 9.1 above and Lemma 9.5. For example, we change the function ¢, ;.

to a piecewise constant version ¢, » , piecewise constant on the same intervals
Fn

as F,, except possibly the interval containing ¢, for example using (4.37) on p.
146 of [6], and define

_ O, £, (3) S5, (5 =€) () — d(s — ¢)
0, - 6,8,51,62 :(51 = —5 62 = = s
. ) E,(s) 1—F,(s—e) " Fy(s) — Fa(s—e)

where 01 = 1{,<c}, 02 = l{ccs<nr} and 63 = 101 —d2. Then, using Lemma 9.5
above, we find:

sup /{gt,ﬁn — Htfn}on =0, <n72/3) :
te[0,M1]
Next we get:
sup /ét,Fn dQo| = sup /ét,ﬁ‘n d(Qo— Q)|+ 0, (n*2/3>
te[0,M;] t€[0,M1]
=0, (n_1/2>

which gives the desired result. O
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Corollary 9.2. Let the conditions of Theorem 4 be satisfied and let E, be
the MLE. Moreover, let G be a set of right-continuous function with left limits
g : [0, M1] — R which are of uniformly bounded variation. Then:

M

sup v/n

sup 2){Fo(x) — Fy(z)} d

= 0,(1).

The proof of this corollary follows in the same way as the proof of Corollary 4.3
in [6].
The following rough upper bound will also be useful.

Lemma 9.7. Let the conditions of Theorem 4 be satisfied. Then

sup |F,(z) — Fo(a:)’ =0, (n_1/4) .
z€[0,M1]

Proof. The proof is analogous to the proof of Corollary 4.4 in [6]. |

Lemma 9.8. Let the conditions of Theorem 4 be satisfied, and let the proces
Y, be defined by (9.10). Then, for arbitrary M > 0 and t € [—M, M]:

/ {F(s) = Folto)} dGr(s) + Yau(t) = L fo(to)cen™ /%12 + B, (t)
€(to,to+n—1/3¢]

+ 0p (n_2/3) ,

(9.13)

[ A(s =€) — Fyls — )
Bn(t) _/ /se[to,t0+n1/3t){ F ( ) Fn(S—e) (914)

Fn(s—l—e) — Fo(s+e)
Ep(s+e) — Ep(s) } ds dFp(e).

Proof. Let Y,, be defined by (9.10). We can write:

_ o1 Fols) = Fos —¢)
Y, (t) = /t0<s<t0+n1/3t {Fn(s) “hi(s o) (9.15)

_ 1o }ddF()

s+e) — Fo(s)
s+e)— (5)

(
E

where Fy(s —e) = 0 and Fy(s + e) = 1 can occur. The last expression can be
rewritten in the form A, (t) + B, (t), where

—1f £ _ s 1
Ant) =~ /SE[to,t0+n1/3t) )~ Rl )}{F"(S) ~Fu(s—o)

1
’ Fn(s +e)— Fn(s) } dsdbile).
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and

Bn(t)

[o] < %@%)
Elto,to+n—1/3t) | Fn( (s—e)
_|_

(s+6) FO(ere)
F( )_Fn(s)

We also have:
/ [F(s) — Folto)} dGo(s)
€(to,to+n—1/3t]

/ee(to to+n—1/3¢]

i,
/ { Fuls) = Bolt) . Fu(s) - Folto) } 10,
settotorn=/3 | {Fn(s) = Fu(s =€)} {Fu(s +¢) = Fu(s)}?

(5) dGn(s) — Fo(to){Gn(to—l—n_l/?’t) —Gn(to)}

/se(to,to+n1/3t] {

F()(S) — Fo(to) Fo(S) — Fo(t())
* /se(to,to+n1/3t] { 2 ) F T )}2} dQn

{ {
-/ {AE®A%® L B R }w%
s€(totorn=1/3t) [ {Fn(s) — Fu(s —e)}?  {Fu(s+e) — Fy(s)}?
+ CEfo(tQ)t +0 ( 2/3>

=—A,(t)+ %cEfo(160)71_2/3152 + o, (n_2/3) ,

where cg is given by (5.2) in Theorem 4. The last equality is seen by writing

Fu(s) — Fo(s) Fu(s) - Fo(s) d
/se<to,to+n—1/3t] {{F (5) = Fuls —e)}? ! {Fu(s+e) = Fuls )}2} o

) Fo(s) — Folo) B =R\ o o
/e(to to+n—1/3¢] { ( (3_6)}2+{ Fo(s+ ) ( )}2} (Qn ¢ )

Fo(s) = Fo(s) Fa(s) — Fo(s) p
+ E(to,to+n~ 1”’t]{ Eu(s) = Fu(s—e)}>  {Fu(s+e) - (8)}2} <
=—A,(t) +op ( _2/3

+

using the consistency of F), to show that the first term after the next to last
equality is of order o, (n_2/ %) and

Fu(s) = Fo(s) Fo(s) — Fo(s) d
/se(to,to+n—1/3t]{{ Fu(s) = Fu(s —e)}? +{ Fu(s+e)—F, (5)}2} Qo
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-/ 6_1{{&() ~ Fo(s)}{Fo(s) — Fols — ¢)}
Etoto-rn1/71) {Fu(s) = Fu(s — )}

{Fu(s) = Fo(s)H{Fo(s +e) - F<8>}}ddeE(e>
Fuls + ) = Fu(s)?

{
= o B -FRs) | R =R |,
_/E(t"’t”" ] { Fo(s) = Fu(s — )+ EFo(s+e)— Fn(S)} to el
+ 0, (nif’/ﬁ) ,

+

using Lemma 9.7 in the last step. So the term A, (t) drops out and the result
now follows. O

The term B, (t) in Lemma 9.8 is now treated by using differentiable functional
theory. We really have to use smooth functional theory here and cannot use
simple Lo-bounds or other tools of that type only to show that B, (t) is of order
op(n’z/?’). One could say that this is the heart of the difficulty of the proof.
We’ll use the following lemma.

Lemma 9.9. Let the conditions of Theorem 4 be satisfied, and let By,(t) be
defined by (9.14) in Lemma 9.8. Then, for arbitrary M > 0 and t € [-M, M]:

B.(t) =0, (n—f’/ﬁ‘) .

Proof. Using Lemma 9.7 again, is is sufficient to show B, (t) = Op(n’5/6), where
B, (t) is defined by

Bn(t):/ o1 Fn(sfe)fFo(sfe)
s€[to,to+n—1/3t) Fo(s) — Fo(s —e)

E,(s+¢€)— Fy(s+e)
Fols + €) — Fo(s) } dFp(e) ds.

Let tg > &, where € > 0 is defined as in the conditions of Theorem 4. We can
write

L Eu(s—e) = Fy(s—e)
/e Fy(s) — Fo(s —e) dFp(e)

N /u<s—s(s - u)_lFbJEf)(% {F — Fy(u)} du = O, (n—1/2> ,

uniformly for s € [tg,to + n~/3t) by Corollary 9.2 and the continuity of the
function

s (s—u)”
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for s € [to, to + n~/3t), if u stays away from s.
So:

/ e_an(s—e)—Fo(s—e) dFg(e)ds = O, (n—5/6).
s€[to,to+n—1/3t) Fy(s) — Fo(s —e)

If ty < e, the integration interval for e is either empty or of order n=1//3,
which yields, using sup, |F},(x) — Fo(x)| = O,(n~'/*), in which case:

L Fu(s—e)—Fy(s—e) )

e dFw(e)ds = O, (n~11/12
/Se[to,t0+n_1/3t) Fo(s) — Fo(s —e) z(€) " ( )
=0, (n—5/6) .

Similarly,

E, - F
/ 1 Flo £ O Z R0 gy gy o, (0.
s€[to,to+n—1/3t) Fo(s+e) — Fo(s)

O

We finally need the following “tightness” lemma, which follows from the negli-
gibility of By, (¢) in (9.13) of Lemma 9.8, which, in turn, follows from Lemma 9.9.

Lemma 9.10. Let the conditions of Theorem 4 be satisfied and let ag € (0,1).
Then, for each 6 >0 and K1 > 0 a Ko > 0 can be found such that

P sup nl/3 {Un(ao + n_1/3x) — to} > Ko p <6,
IG[—Kl,Kl]

and

]P’{ inf 7?,1/3 {Un(ao + 7?,71/33?) — to} < —Kg} <eg,
IG[*Kl,Kl]

for all large n.

We now have:

nl/3 {Un(ao + n_l/gx) — to}

= argmin{t > —n2/3¢, n2/3Xn(t) + %cEfo(to)t2
~nlf3g {Gn(to 3 - Gn(to)} + o,,(1)}

= argmin{t > —n?Bty n2BX, (1) + Lep fo(to)t? — cpat + op(l)},
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which converges in distribution to the argmin of the process
t = e W(t) + Sep folto)t? — cpat, t € R,

where W is two-sided Brownian motion, originating from zero. Theorem 4 now
follows from Brownian scaling.

9.4. Proof of Theorem 5.1

Proof. This time the adjoint equation (see Section 9.6 of this appendix) is (for

F= Fn)
Y SETLEE By
x) B /e>0 /s (z,z+e) F F (S - 6) I dFE( )

— K ((t—2)/hn) /E(h (t—y)/h)dEn(y),  x € (0, My).
(9.16)

Differentiating the equation w.r.t. x we get, letting h = h,,:

L date) =) olz)—d(x—e) . »
L R Rm B R a0 ~ R
(9.17)

So we get, using integration by parts, if ¢ = ¢, . solves (9.17) for F = Ey:

/ZKht—x)d(F ~R)(@) = /( Fo)(@)Kn(t — ) da
(

i pve [ [ BEEe =6 6@ = o o) N
_/(F" Fo)( )/e>0 {F(x+) Fo(z) Fo(z)— An(x—e)}dFE()d'

Let Ht’ 7, be defined by

A i 5, (5) Gy 5, (8) — by (5 —€) B by 5, (s —€)
0, 1, (¢;8) =01 Fo(s) + 0 Fo(s)— Fn(s—e) 631 —Fy(s—e)’

where 51 = 1{SS6}, 52 = 1{e<s§M1} and 53 =1- 51 — 52. Then, for (;5 = ¢t7Fn:

M M [ dlzte) — o) P(x) — ( —e)
/ (F, — FO)()/ e [F(I+e) XE AP Arw— dFp(e) dz

e=0
/M2 /M1 {Fo(x Fo(l’*@)}{@ﬁ( ) — ¢z —e)} dx dFg(e)
. <x> —Fule—o)

/M2 —1/ FO )m dz dFg(e)
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/M2 - /Mﬁe {1 Fy xF—(e>}_¢<) ) dr dFp(e)

=~ [ 6,5, (9 dQue.s)
Note that we used, noting F,—Fo=1—Fy,— {1- ﬁ‘n} ifx+e> M;y:

Mz M, L[ dz+e)—o(x) o(x) — plx —e)
/e:an(m)/Toe {Fn(ere)Fn(x)_F( F(a:e)} dFg(e)dx

Mo

:/e e {¢() ¢(x —e)} dzdFp(e /M2 *1/ ¢(x) dv dFp(e)

-0 r—e
Mo M1+e
/ / ¢(xz —e)dx dFg(e)
r=
=0.

Hence
/E(h t—x)d(F - Fy)(z) /HtF e, 8,01,02)dQo(e, ). (9.18)

Replacing ¢ by a piecewise constant function ¢, absolutely continuous w.r.t.
F,,, in the same way as is done on p. 290 of [12], and defining

_ b (8) Gy, (5) — by, (5 —€) B b (s—e€)
.5, (e5) =& Fn(s) 02 f?’n(s) — Fn(s —e) % 1— Fn(s —e) ’

we find
/)Ht,ﬁn(ev&(shfsz) - ét,pn(e,é‘ﬁuég)‘ dQo(e, s)
SNBw = Follall6 = 6l = 0y (h'n722) = 0, (n"7/19) =0, (n72%),

using Lemma 9.4 in this appendix and the arguments on p. 333 of [12] (see in
particular (11.49)). Moreover,

[ (90 a0 (er) =0,

Thus we find:
/]K(t —v)/hn) d(pn — Fp)(v)
= [ eo5.81.82) (@ = Q) (e 0, (n77)

Finally,

n?/5 /K(t —0)/hn) d(F, — Fy)(v)
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/ ~ Qo) +op ( 2/5)
Ik

2/5 n,t,Fo QO) + O;D(l)7

where

s Pnt R (8) Ot 7y (8) — dr,m (s — €) . Pnt,F, (s =€)
Ontro () = 01 Fy(s) 02 Fo(s) — Fo(s —e) %

and ¢n ¢ 5, solve the integral equation (6.5). The asymptotic variance o
therefore given by

. —1/5 2
nl;n;on JHGn,tFo”Qo'

The expression (6.3) for p arises from the expansion of the bias

/ K(t —y) dFo(y) - Fo(t). 0

9.5. Proof of (8.1)

Proof. We consider the “mean functional”:

FH/ xdF(x)
z€[0,M1]

The score operator (see section 9.6) is of the form

v>0,vE(s—e,s alv dF(U
[Ad] (e, 5) = E[a(V)|(E, S) = (e,5)] = J —0}: (;) _il (5(_)6) ). (9.19)

The adjoint is given by
[A*b] (v) = E[b(E, S)|V =v] = / 6_1/ ble,s)dsdFg(e). (9.20)
>0 s€(v,v+e)
Defining
orw) = [ aly)dPly)
y<u
we get the following equation for ¢p:

* 71 ¢Fs ¢F( )
AAa />O / €(v,v+e) 8 F(S— ) ddFE()

=v— /xdF(x), v € [0, My]. (9.21)




incubation time distribution 1965

By differentiating w.r.t. v, we find that ¢ is also the solution of the following
equation in ¢:

/ ol [ plvte)—o(v) o) —dv—e)
e>0

Flv+e)—F(v) F(v)—F(v—e) dFp(e) =1, v e€0,M].
(9.22)

The canonical gradient 8 is again given by:

_9r(s) —dr(s—e€) . or(s) or(s) — ¢r(s—e) or(s —e)
Orles) = T = Fis—0  OFis) T2 Fe) —Fs—o P Fs_e
where 61 = {s < e}, o = {e < s < M;} and d3 = 1 — §; — d2. The solution
¢ is shown in Figure 18 for F' = Fy, where we chose Fjy to have a Weibull
distribution function.

0.0 4

205

204

-25-

r T T T 1
0 5 10 15 20

Fic 18. The function ¢p,, solving (9.22) for F = Fy (Weibull).

We then get, along the lines of Chapter 10 of [12], the following asymptotic
normality result:

ﬁ{/xdﬁn(gg) - /xdFO(x)} 2, N(0,0?), (9.23)
where N(0,0?) is a normal distribution with mean zero and variance
~ 2 My
7 = i fly =~ [ on(@an
In fact, using ¢(My) = [a(z)dF(z) =0, we get:

HéFoH2Q = <Aa’7éF0>z? = <avA*§F0>F0 = <aa ’%F0>Fo = /a(m)’%Fo (x) dFO(x)

[y [ ot = [ s [ st}

My My
= [ R 10r00) = o)} du= = [ r, ) du.

=0 U=
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9.6. Score operators and adjoint equations

We need the concept of Hellinger differentiability. Let the unknown distribution
P on (Y,B) be contained in some class of probability measures P, which is
dominated by a o-finite measure p. Let P have density p with respect to . We
are interested in estimating some real-valued function ©(P) of P.

Let, for some § > 0, the collection {P;} with ¢ € (0,0) be a 1-dimensional
parametric submodel which is smooth in the following sense:

2
/[tl(\/p_t—\/ﬁ)—%a\/ﬁ} dp— 0 ast] 0, for some a € Ly(P)

Such a submodel is called Hellinger differentiable. This property can be seen
as an Lo version of the pointwise differentiability of logp;(x) at ¢ = 0 (with
po = p), with the function a playing the role of the so-called score-function
% logpt(-)’tzo in classical statistics. For we have,

lim VP~ VPO = 1 gpt
t10 t 2,/po Ot

t_O;<86thgpt )\/p_;a\/p_o
Therefore, a is also called the score function or score. The collection of scores
a obtained by considering all possible one-dimensional Hellinger differentiable
parametric submodels, is a linear space, the tangent space at P, denoted by
T(P).

In the models for inverse problems, to be considered here, we work with
a so-called hidden space and an observation space. All Hellinger differentiable
submodels that can be formed in the observation space, together with the cor-
responding score functions, are induced by the Hellinger differentiable paths of
densities on the hidden space, according to the following theorem:

t=0

Theorem 9.1. Let P < u be a class of probability measures on the hidden
space (Y, B). P € P is induced by the random vector Y. Suppose that the path
{P;} to P satisfies

/[tl(\/p_t—\/ﬁ)—%a\/ﬁ du—0 as t]0

for some a € LY(P), where the superscript 0 means that [ adP = 0.

Let S : (V,B) = (Z,C) be a measurable mapping. Suppose that the induced
measures Q; = P;S™! and Q = PS~! on (Z,C) are absolutely continuous with
respect to uS~t, with densities q; and q. Then the path {Q:} is also Hellinger
differentiable, satisfying

2
/[t‘l(\/@—ﬂ)—%a\/c_] duS™ =0 as t 10

with a(z) = Ep(a(Y)|S = 2).
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For a proof, see [4]. Note that @ € LJ(Q). The relation between the scores a
in the hidden tangent space T'(P) and the induced scores @ is expressed by the

mapping
A:a(:)— Ep(a(Y)]|S =). (9.24)

This mapping is called the score operator. It is continuous and linear. Its range
is the induced tangent space, which is contained in LY(Q).

Now © : P — R is pathwise differentiable at P if for each Hellinger differen-
tiable path {P;}, with corresponding score a, we have

lim ¢~ (O(P,) — O(P)) = Op(a)
where
Op:T(P)—R

is continuous and linear.

'> can be written in an inner product form. Since the tangent space T'(P)
is a subspace of the Hilbert-space Lo(P), the continuous linear functional ©'
can be extended to a continuous linear functional @;3 on Ly(P). By the Riesz
representation theorem, to @;3 belongs a unique p € Lo(P), called the gradient,
satisfying

©5(h) =< Op,h >p for all h € Ly(P).

One gradient is playing a special role, which is obtained by extending T'(P)
to the Hilbert space T'(P). Then, the extension of ©% is unique, yielding the
canonical gradient or efficient influence function 0p € m This canonical
gradient is also obtained by taking the orthogonal projection of any gradient
0p, obtained after extension of ©’, into T'(P). Hence p is the gradient with

minimal norm among all gradients and we have (Pythagoras):

l6p 1% = 10p13 + 116r — 6p(12.

In our censoring model, differentiability of a functional ©(Q) along the in-
duced Hellinger differentiable paths in the observation space can be proved by
looking at the structure of the adjoint A* of the score operator A according to
theorem 9.2 below, which was first proved in [25] in a more general setting, al-
lowing for Banach space valued functions as estimand. Then the proof is slightly
more elaborate.

Recall that the adjoint of a continuous linear mapping A : G — H, with G
and H Hilbert-spaces, is the unique continuous linear mapping A* : H — G
satisfying

< Ag,h >pg=<g,A"h >¢ Vg€ G,h € H.

The score operator from (9.24) is playing the role of A. Its adjoint can be written
as a conditional expectation as well. If Z ~ PS~!, then:

[A7b](y) = Ep(b(2)]Y =y) ac-[P]
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Theorem 9.2. Let Q = PS~! be a class of probability measures on the image
space of the measurable transformation S. Suppose the functional © : Q@ — R can
be written as ©(Q) = K(P) with K pathwise differentiable at P in the hidden
space, having canonical gradient &.

Then © is differentiable at Qp € Q along the collection of induced paths in
the observation space obtained via Theorem 9.1 if and only if

R € R(AY), (9.25)

where A is the score operator. If (9.25) holds, then the canonical gradient 0 of
O and & of K are related by }
k= A"0.

Acknowledgements

I want to thank the referees for their constructive remarks. I also want to thank
Geurt Jongbloed for useful discussions.

References

[1] ABREVAYA, J. and HUANG, J. (2005). On the bootstrap of the maximum
score estimator. Econometrica 73 1175-1204. MR2149245

[2] ArRNTZEN, V. H., Fiocco, M., LEITZINGER, N. and GEskus, R. B.
(2023). Towards robust and accurate estimates of the incubation time dis-
tribution, with focus on upper tail probabilities and SARS-CoV-2 infection.
Statistics in Medicine 42 2341-2360. MR4596799

[3] BACKER, J. A., KLINKENBERG, D. and WALLINGA, J. (2020). Incubation
period of 2019 novel coronavirus (2019-nCov) infections among travellers
from Wuhan, China, 20-28 January 2020. Euro Surveill. 25.

[4] BickeL, P. J., KLaasseEN, C. A. J., RiTov, Y. and WELLNER, J. A.
(1998). Efficient and adaptive estimation for semiparametric models.
Springer-Verlag, New York. Reprint of the 1993 original. MR1623559
(99¢:62076)

[5] BriTTON, T. and ScALIA ToMBA, G. (2019). Estimation in emerging
epidemics: bases and remedies. J. R. Soc. Interface 16.

[6] GROENEBOOM, P. (1996). Lectures on inverse problems. In Lectures on
probability theory and statistics (Saint-Flour, 1994). Lecture Notes in Math.
1648 67-164. Springer, Berlin. https://doi.org/10.1007/BFb0095675
MR1600884 (99¢:62092)

[7] GROENEBOOM, P. (2020). Incubation Time. https://github.com/pietg/
incubationtime.

[8] GROENEBOOM, P. (2021a). Estimation of the incubation time distribu-
tion for COVID-19. Stat. Neerl. 75 161-179. https://doi.org/10.1111/
stan. 12231 MR4245907

[9] GROENEBOOM, P. (2021b). Chernoff’s distribution and the bootstrap.
Nieuw Archief voor Wiskunde 22 241-244.


https://mathscinet.ams.org/mathscinet-getitem?mr=2149245
https://mathscinet.ams.org/mathscinet-getitem?mr=4596799
https://mathscinet.ams.org/mathscinet-getitem?mr=1623559
https://mathscinet.ams.org/mathscinet-getitem?mr=1623559
https://doi.org/10.1007/BFb0095675
https://mathscinet.ams.org/mathscinet-getitem?mr=1600884
https://github.com/pietg/incubationtime
https://github.com/pietg/incubationtime
https://doi.org/10.1111/stan.12231
https://doi.org/10.1111/stan.12231
https://mathscinet.ams.org/mathscinet-getitem?mr=4245907

[10]

[11]

[18]

[19]

[20]

[21]

[23]

[24]

incubation time distribution 1969

GROENEBOOM, P. (2023). Estimation of the incubation time distribution
in the singly and doubly interval censored model. https://arxiv.org/
abs/2310.04225. MR4245907

GROENEBOOM, P. and HENDRICKX, K. (2018). Confidence Inter-
vals for the Current Status Model. Scand. J. Stat. 45 135-163. doi:
10.1111/sj0s.12294. https://doi.org/10.1111/sjos.12294 MR3764289
GROENEBOOM, P. and JONGBLOED, G. (2014). Nonparametric Estimation
under Shape Constraints. Cambridge Univ. Press, Cambridge. MR3445293
GROENEBOOM, P. and JONGBLOED, G. (2023). Confidence intervals in
monotone regression. https://arxiv.org/abs/2303.17988.
GROENEBOOM, P. and KETELAARS, T. (2011). Estimators for the interval
censoring problem. Electron. J. Stat. 5 1797-1845. https://doi.org/10.
1214/11-EJS657 MR2870151

GROENEBOOM, P. and WELLNER, J. A. (1992). Information bounds
and nonparametric maximum likelthood estimation. DMV Seminar 19.
Birkhéuser Verlag, Basel. MR1180321 (94k:62056)

GROENEBOOM, P. and WELLNER, J. A. (2001). Computing Chernoff’s
distribution. J. Comput. Graph. Statist. 10 388-400. https://doi.org/
10.1198/10618600152627997 MR 1939706

HARDLE, W. and MARRON, J. S. (1991). Bootstrap simultaneous error
bars for nonparametric regression. Ann. Statist. 19 778-796. https://
doi.org/10.1214/a0s/1176348120 MR1105844

JEWELL, N. P. (1982). Mixtures of exponential distributions. The Annals
of Statistics 479-484. MR0653523

JONGBLOED, G. (1998). The iterative convex minorant algorithm for non-
parametric estimation. J. Comput. Graph. Statist. 7 310-321. https://
doi.org/10.2307/1390706 MR1646718

Kim, J. K. and POLLARD, D. (1990). Cube root asymptotics. Ann. Statist.
18 191-219. https://doi.org/10.1214/a0s/1176347498 MR1041391
(91£:62059)

KREss, R. (1989). Linear integral equations. Applied Mathematical Sci-
ences 82. Springer-Verlag, Berlin. https://doi.org/10.1007/978-3~
642-97146-4 MR1007594 (90j:45001)

REIcH, N. G., LESSLER, J., CUMMINGS, D. A. T. and BROOKMEYER, R.
(2009). Estimating incubation period distributions with coarse data. Stat.
Med. 28 2769-2784. https://doi.org/10.1002/sim.3659 MR2750164
SEN, B. and Xu, G. (2015). Model based bootstrap methods for interval
censored data. Comput. Statist. Data Anal. 81 121-129. https://doi.
org/10.1016/j.csda.2014.07.007 MR3257405

VAN DE GEER, S. A. (2000). Applications of empirical process theory. Cam-
bridge Series in Statistical and Probabilistic Mathematics 6. Cambridge
University Press, Cambridge. MR1739079 (2001h:62002)

VAN DER VAART, A. W. (1991). On differentiable functionals. Ann. Statist.
19 178-204. https://doi.org/10.1214/a0s/1176347976 MR1091845
(921:62100)


https://arxiv.org/abs/2310.04225
https://arxiv.org/abs/2310.04225
https://mathscinet.ams.org/mathscinet-getitem?mr=4245907
https://doi.org/10.1111/sjos.12294
https://mathscinet.ams.org/mathscinet-getitem?mr=3764289
https://mathscinet.ams.org/mathscinet-getitem?mr=3445293
https://arxiv.org/abs/2303.17988
https://doi.org/10.1214/11-EJS657
https://doi.org/10.1214/11-EJS657
https://mathscinet.ams.org/mathscinet-getitem?mr=2870151
https://mathscinet.ams.org/mathscinet-getitem?mr=1180321
https://doi.org/10.1198/10618600152627997
https://doi.org/10.1198/10618600152627997
https://mathscinet.ams.org/mathscinet-getitem?mr=1939706
https://doi.org/10.1214/aos/1176348120
https://doi.org/10.1214/aos/1176348120
https://mathscinet.ams.org/mathscinet-getitem?mr=1105844
https://mathscinet.ams.org/mathscinet-getitem?mr=0653523
https://doi.org/10.2307/1390706
https://doi.org/10.2307/1390706
https://mathscinet.ams.org/mathscinet-getitem?mr=1646718
https://doi.org/10.1214/aos/1176347498
https://mathscinet.ams.org/mathscinet-getitem?mr=1041391
https://mathscinet.ams.org/mathscinet-getitem?mr=1041391
https://doi.org/10.1007/978-3-642-97146-4
https://doi.org/10.1007/978-3-642-97146-4
https://mathscinet.ams.org/mathscinet-getitem?mr=1007594
https://doi.org/10.1002/sim.3659
https://mathscinet.ams.org/mathscinet-getitem?mr=2750164
https://doi.org/10.1016/j.csda.2014.07.007
https://doi.org/10.1016/j.csda.2014.07.007
https://mathscinet.ams.org/mathscinet-getitem?mr=3257405
https://mathscinet.ams.org/mathscinet-getitem?mr=1739079
https://doi.org/10.1214/aos/1176347976
https://mathscinet.ams.org/mathscinet-getitem?mr=1091845
https://mathscinet.ams.org/mathscinet-getitem?mr=1091845

	Introduction
	Characterization of the nonparametric maximum likelihood estimator (MLE) for the incubation time distribution
	Consistency of the MLE
	Asymptotic distribution of the MLE in the model for the incubation time
	Confidence intervals for the distribution function
	Bandwidth selection
	Comparison of SMLE with parametric models

	Estimation of quantiles and comparison with parametric methods
	Other smooth functionals
	Conclusion
	Appendix
	Integral equations
	Properties of the solution of the integral equation (9.2)
	Proof of Theorem 4
	Proof of Theorem 5.1
	Proof of (8.1)
	Score operators and adjoint equations

	Acknowledgements
	References

