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by a complex interplay of constitutional, behavioral, and environmental factors. Patients with ulcerative
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10-19 years, and 2.63 (95% CIL: 2.01, 3.43) after 20 years.

In this large population-based cohort study, we estimated CRC risk in persons with and without UC in
Finland in 2000-2017, considering both the duration of UC and age at UC diagnosis. Patients with early-
onset UC are at increased risk of CRC, but the risk is likely to depend on disease duration, extent of disease,
attained age, and other risk factors. Increased CRC risk in the first year after UC diagnosis may be in
part due to detection bias, whereas chronic inflammation may underlie the long-term excess risk of CRC in
patients with UC.
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1. Introduction

1.1 Epidemiological research

Epidemiology has been defined as “the study of the occurrence and distribution of health-
related events, states, and processes in specified populations, including the study of the
determinants influencing such processes, and the application of this knowledge to control
relevant health problems” (Porta et al., 2014).

Time-to-event analysis is widely used in epidemiological research. For example, the inter-
est may be in estimating the distribution of time from birth to diagnosis, or from diagnosis
to death. However, the study period may end before all patients have experienced the
event of interest, and some patients may be lost to follow-up, leading to right-censored
data. A common measure of disease occurrence is the incidence rate, which is defined as
the number of new cases divided by the person-years of follow-up (Rothman et al., 2021).
If the underlying hazard of event occurrence is constant over time, the incidence rate
provides an estimate of the hazard rate. Hazard ratios (HRs) are often used to compare

rates of occurrence between groups or degrees of exposure.

A cohort is a group of individuals who share a common characteristic such as the same
year of birth, lifestyle habit, or disease. In cohort studies, a cohort is followed over time,
and one or more event types are observed. The study objective may be to estimate rates
of health-related events, or to relate risk factors to the event rates. The design of a cohort
study allows the investigator to determine the timing and temporal order of exposure and

outcome, which are important criteria for a possible causal relationship.

1.2 Colorectal cancer and ulcerative colitis

Colorectal cancer (CRC) accounts for one in 10 new cancer cases worldwide (Sung et al.,
2021). The risk of developing CRC is determined by a complex interplay of constitutional,
behavioral, and environmental factors. The incidence of CRC is higher in older people.
In the Nordic countries, the age-standardized incidence is higher in men than in women
(Engholm et al., 2010; Largnningen et al., 2022). Modifiable risk factors for CRC include
obesity, physical inactivity, dietary factors, alcohol consumption, and smoking (Dekker

et al., 2019). Hereditary risk factors for CRC include Lynch syndrome, polyposis syn-

3



4 CHAPTER 1. INTRODUCTION

dromes, and low-penetrance alleles (Peters et al., 2015). Medical risk factors for CRC
include ulcerative colitis (UC), Crohn’s disease, and type 2 diabetes mellitus (Dekker
et al., 2019).

UC is an inflammatory bowel disease (IBD) that primarily affects the rectum and colon.
Patients with UC are at increased risk of CRC, but effect estimates are heterogeneous,
and many studies are limited by small numbers of events (Jess et al., 2012; Lutgens et al.,
2013). Recently, a large population-based cohort study in Denmark and Sweden confirmed
UC as a risk factor for CRC, although the excess risk decreased over time (Olén et al.,
2020). Risk factors for CRC in patients with UC include early age at diagnosis, longer
disease duration, extensive colitis, coexisting primary sclerosing cholangitis, and a family
history of CRC (Annese et al., 2013). Based on the available data, it is challenging to
distinguish the effects of age at UC diagnosis and duration of UC (Lutgens et al., 2013;
Annese et al., 2013). Reliable estimates of CRC risk in UC are important for designing

preventive measures such as endoscopic screening and surveillance protocols.

1.3 Multistate models

Multistate models (see, e.g., Andersen and Keiding (2002)) provide a useful statistical
framework for analyses of cancers and premalignant conditions. The illness-death model is
a simple yet flexible multistate model with one initial state (“Healthy”), one intermediate
state (“I11”), and one final state (“Dead”). It is applicable to semicompeting risks data
involving a terminal and a nonterminal event (Rothman et al., 2021). Other examples of

multistate models include models for competing risks and recurrent events.

1.4 Organization of the thesis

In this population-based cohort study, we use the illness-death model to study the re-
lationship between UC and CRC in Finland in 2000-2017. Chapter 1 provides a brief
introduction to epidemiological research, CRC, UC, and multistate models. Chapter 2
defines the aims of the study. In Chapter 3, we construct a likelihood function for multi-
state models. In Chapter 4, we study maximum likelihood estimation in the illness-death
model with piecewise constant hazards. In Chapter 5, we apply the illness-death model
to data on UC and CRC. In Chapter 6, the results are discussed and interpreted in the

context of earlier research.
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II.

I1I.

Aims of the study

To review the mathematical and statistical background of multistate models. A

likelihood function is derived for multistate models under noninformative censoring.

To study maximum likelihood estimation in the illness-death model with piecewise
constant hazards. Two models are considered: a simple Markov model and a non-

Markov model with multiple time scales.

To apply the illness-death model to UC and CRC in a population-based cohort in
Finland in 2000-2017, regarding UC as a premalignant state that may precede CRC.



3. Multistate models

Section 3.1 introduces stochastic processes, right-censoring, and left-truncation. In Sec-
tions 3.2, 3.3, and 3.4, we derive a likelihood function for multistate models following
Cook and Lawless (2007, 2018) and Aalen et al. (2008).

3.1 Basic concepts

3.1.1 Stochastic processes

Consider a probability space (2, .%#,P), where ) is a sample space, .Z is a o-algebra, and
P is a probability measure. A random variable is a measurable function from a probability
space to a measurable space, such as the real line (—oo0, c0) equipped with the Borel o-
algebra (R, #). A filtration {%# : t > 0}, also called a history, is an increasing set of
sub-o-algebras (#; C %), meaning that if s < t, then %, C .%;. The limit .%,_ is the

smallest o-algebra containing all the sets in Uy -%— (Fleming and Harrington, 1991).

A stochastic process is an ordered set of random variables defined in the same probability
space. If w is an outcome in the probability space €2, a continuous-time stochastic process
can be written as {X;(w) : ¢t > 0}, where ¢ has a continuous set of values. A continuous-
time stochastic process may or may not have continuous sample paths. The process
{Xi(w) : t > 0} has continuous sample paths if X;(w) is a continuous function of ¢ for
almost all w € ). Left-continuous and right-continuous stochastic processes are defined

similarly. We will use the notation {X(¢) : ¢ > 0} for stochastic processes.

A multistate process is a right-continuous stochastic process {Z(t) : ¢ > 0} that takes
values in a finite state space S = {1,2,..., K}. The state space consists of transient
and absorbing states. Transient states are those from which exit is possible, whereas
absorbing states cannot be left once entered. A multistate process is a Markov process if
its transition hazards depend on the process history only through the current state. In a
semi-Markov process, the transition hazards depend on the process history only through

time from entry to the current state (Andersen, 1993).
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3.1.2 Right-censoring and left-truncation

Right-censoring and left-truncation are common types of incomplete observation in time-
to-event studies. In the context of multistate models, right-censoring means that observa-
tion ends before the multistate process has reached an absorbing state. Left-truncation,
also called late entry, occurs when observation begins after the start of the multistate
process. For example, if the multistate process starts at birth, late entry occurs when an

individual enters the study some time after birth.

3.2 Transition hazard functions

Let {Z¢(t) : t > 0} denote an uncensored (complete) right-continuous multistate process
with state space S = {1,2,..., K}, and let {X“(¢) : ¢ > 0} denote an uncensored left-
continuous covariate process. The hazard function for the transition k& — [ (k,l € S5,
k # 1) is defined as

on(t|Fe) = lim DEUEAD) = UZ-) =k, F)

At-0+ At ’ (8:2.1)

where Zf = 0{Z°(s), X (s) : 0 < s < t}, and Z is the history up to but not including
time t. The numerator is the conditional probability that a k — [ transition occurs over
the interval [t,t + At) given the history ./ and given that the multistate process is in
state k just before time ¢. From definition (3.2.1), it follows that

P(Z°(t + At—) = 1| Z°(t—) = k, FE) = an(t|FE) At + o( At), (3.2.2)

where o(-) is a function such that 2% — 0 as 2 — 0.

x

3.2.1 Uncensored counting process

A multistate process can be conveniently expressed as a multivariate counting process. Let
{N§,(t) : t > 0} denote an uncensored right-continuous counting process that records the
number of k — [ transitions over time, and let AN, (t) = Ng(t + At—) — N, (t—) denote
the number of k — [ transitions over the interval [t, ¢+ At). Also, let Yy (t) = I(Z°(t) = k)

indicate whether the multistate process is in state k at time t.
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The intensity function of the uncensored counting process Ny, is defined as

)‘iz(ﬂ?ﬁ) = lim P<ANkl<t) = llyti)

At—0+ At ’ (3.2.3)

and the intensity and hazard functions are related by A\, (t|.%#f) = Yi(t—)aw(t|F5)
(Aalen et al., 2008, Section 1.4).

3.2.2 Observed counting process

Consider an individual who is observed over the period [E, C], where E > 0 is an entry
time and C is a censoring time. C' is defined as min{C¥ C4}, where C¥ is a random
censoring time and C4 is a fixed administrative censoring time. In case of late entry,
E > 0. Then Y(t) = I(F < t < () is an indicator of whether the individual is under
observation at time t, and {Y(¢) : ¢ > 0} is a left-continuous observation (“at risk”)
process. The observed number of k& — [ transitions over [0,¢] is given by the observed

counting process

Nult) = [ Y(&dN() = T 1t <OV )N (L) - NGl7), (3.2.4)

tje@,gl
where 5, is the set of k — [ transition times over [0, C*]. The increment of the observed
counting process over the interval [t,¢ + At) is denoted by ANy (t) = Ny (t + At—) —
Nyi(t—). The observed multivariate counting process can be written shortly as N(t) =
(N1 ()T, ..., N ()T)T, where Ny (t) = (Ny(t),l # k,l =1,..., K)T. The observed counting

process Ny, has the intensity function

P(AN(t) = 117,
At 7, ) = Jim DNl = 117)

i A , (3.2.5)

where .%;_ is the history of the observed processes.
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3.3 A product integral

This section defines a product integral (Cook and Lawless, 2007, p. 28) that will be used
to construct a likelihood function for multistate analysis in Section 3.4.2. Let a = uy <
uy < --- < ur = b define a partition of the interval [a,b] into R subintervals of length
Au, = tu,41 — u,. If g is a continuous function over the interval [a, b], its product integral

over [a, b is defined as

R
JUAL+ gw)du} = lim [T {1+ g(ur)Au,}, (3.3.1)
[a,b] r=0

where ug,; = uf. For small Au,, the sum 1+ g(u,)Au, is positive, and we can write

R
JU{1 + glw)du}y = Jim T exp {log(1 + g(u,)Au, )}
[a,b] r=0

= lim exp {ZR: log(1 + g(uT)Aur)} (3.3.2)

R—o0 —0
R
= exp {gg{;;log(l + g(ur)Aur)} ,

where the last equality follows from the continuity of the exponential function. When
|z| < 1, the function log(1+ ) has the Maclaurin expansion log(1+x) = x + xe(x), where
¢ is a function such that e(z) — 0 as  — 0. By substituting = = g(u,)Au, into log(1+ )

and using the fact that ¢ is continuous and therefore bounded over [a, b], we get

log(l + g(uT)AuT) = Q(UT)AUT + g(uT)AuTe(g(ur)AuT)

(3.3.3)
= g(u,)Au, + o(Au,.).

Assuming that max, Au, — 0 as R — oo, the product integral of g over [a, b] is

T[{l + g(u)du} = exp {}%Ergoé (g(ur)Aur + O(Aur))}

[a,b]
= exp {}%grgoi (g(uf) + O(AA;LT))AUT} (3.3.4)

= exp {/abg(;)dU},

where [” g(u)du is a Riemann integral.
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3.4 Likelihood function

3.4.1 Model assumptions
The likelihood construction is based on the following assumptions.

1. The observation and covariate processes are noninformative (Cook and Lawless,
2018, p. 33).

2. The probability of two or more transitions over [t,t + At) is of the order o(At),

which means that two or more transitions do not occur simultaneously.
3. The hazard functions are continuous.

By the first assumption, modeling the observation and covariate processes does not provide
information on the parameters of the multistate process, and we can restrict attention to
the conditional likelihood of the multistate process given the observed late entry times,
censoring times, and covariate paths. The probability of a k — [ transition over [t, ¢+ At)

for an individual followed over [¢,t 4+ At) is

P(ANy(t) = 1|E <t <t+ At < C,.F_) = P(ANS(t) = 1|.77)
= N, (H.Z5) + o(At) (3.4.1)
= Yk(t—)akl(ﬂﬁf_) + O(At).

The probability of not observing any transition out of state & for an individual followed
over [t,t+At) can be derived similarly. Let ANy (t) = Y/%,—; ANw(t) denote the observed
number of transitions out of state k over [t, t+At). By the second assumption and equation
(3.4.1),

P(AN,.(t) =0|E<t<t+At<C, F)
—1-PAN.() 2 1E<t<t+At<C, F)

K
=1- > PANu@t)>1E<t<t+At<C, %)
I#k=1

K (3.4.2)
=1- Y (P(ANu(t) = 1|E <t <t+ At < C, %) + o(At))
I#k=1

=1— > (Vilt=)au(tlFL)At + o(At) + o(At))
I#k=1

= 1~ Yi(t—)ap(t|F7) At + o(At),

where o (H.7) = Yihmy aw(t|.Z£).
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3.4.2 Likelihood construction

Here we construct a likelihood function for multistate models allowing late entry and
right-censoring (Cook and Lawless, 2018, Section 2.2). Let 0 = up < u; < ... < up = C4
denote a partition of the study time [0, C“] into R subintervals. In cases of late entry
and random censoring, let u,, = E and u, = CF for some 0 < m < n < R. Let
ANy (u,) = Ngi(tpg1—) — N (u,—) denote the observed number of k& — [ transitions over
the interval [u,, u,,1). When the partition is sufficiently dense, there will be at most one
transition per subinterval, and the likelihood contribution of an individual can be written

as

R K K
H H H [ (AN (u,) =11E <wu, < upyq < C,.7, )ANkl(ur)
e (3.4.3)

Y (ur
P(ANg(u,) =0|E < up < upyq < C, ﬁur_)lfAN’“‘(”T)] ( H),

where 0° is defined as 1. Using equations (3.4.1) and (3.4.2), the likelihood can be written

in terms of the hazard functions as

R K K AN (ur)
11 11 {( e | FE, ) A, + o(Au,))
r=0 k=1 l£k=1 (3.4.4)

1— ANy, (uy) 1Y (ur+1)
< (1= Vel (w75, ) A + o)) |

)

By dividing the likelihood by T/ TTiey [T/ (Au, )21 which only depends on the

observed data and the partition points, we get

R K K o(Au, AN (ur)
L] [t 1522
r=0 k=1 l£k=1 r (3.4.5)
1—AN}€.(U7») Y(UTJFI)
x (1= Yi(up— o (ur | ZE, ) Ay + o(Au,)) ,
and by changing the order of multiplication, the likelihood becomes
K K R AN (ur)Y (urs1)
o(Au,

I 1T [ 11 (oot + 22%))
k=11£k=1 Lr=0 " (3.4.6)

) (1=ANg. (ur))Y (urs1)

X
M

(1= Yalur—) o (u, | Z, ) A + o( Auy)

ﬁ
Il
o
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To find the limit of (3.4.6) as R — oo, assume that max, Au, — 0 as R — oo. Then

O(Aur) ) ANkl (UT)Y(’U,T-+1)

lim H (Yk =)o (ur | F5 ) + Ao

R—>oo

IT aw (17 2),

t; €D

(3.4.7)

where 2}, is the set of observed k — [ transition times over [0, C4]. Note that we only
had to consider intervals that contain a transition time. On the other hand, from the
relation between the product integral and the Riemann integral (Section 3.3), it follows
that

1-ANg. (ur))Y (ur41
A H (1 — Yio(up =)ok (ur | Fy ) Ay + O(Aur>)( k()Y ()
o (3.4.8)

— exp {— |7V @Yo (0l 75}

because ANy.(u,) = 0 for all but a finite number of subintervals. Using the results (3.4.7)
and (3.4.8), we find that the likelihood contribution is

111 11 akl(tj|ﬂfj_)exp{—/OOOY(u)Yk(u—)akl(u|ﬁf_)du}. (3.4.9)

To extend the model to n independent individuals ¢ € {1,...,n} and parametric hazard

functions, we can write the likelihood function L as

K K .
H H H aikl(tij|0a ﬁi‘ftij_)exp{—/o )/z(u)y;k(u_)azkl(u|07ﬁzc,u—)du}7

1 k=11#k=1t;€D;
(3.4.10)

n

i

where 6 is a parameter vector.



4. The illness-death model

4.1 Model definition

In this section, we consider the unidirectional illness-death model. The state space is
S ={1,2,3}, and the possible transitions are 1 — 2, 1 — 3, and 2 — 3. The states 1, 2,
and 3 are often labeled as “Healthy”, “Ill”, and “Dead”, respectively. States 1 and 2 are

transient, whereas state 3 is absorbing. A state diagram is shown in Figure 1.

Healthy
State 1
1
State 2
Dead
State 3

Figure 1: The unidirectional illness-death model.

Using the likelihood expression (3.4.10) from the previous chapter, the likelihood for n
independent individuals is L(0) = L13(0)L13(0) Lo3(#), where

~
—_

[\
—~
>
~—

I
1213

[T aunltslt, 75, )esp{= [~ ViwYi(u-)am(ult, 75, )du}

1=1t;;€%;12

Lis®) =TT T uns(til6 5,y exp {— [~ Vilw)Vas(um)auss(wld, 5, Jdu} , and
1=1t;;€%;13 0

L) =TT TT conltuld i, esp {— [ Vitu)Volum)oos(uld, 75, )du}s
1=11t;;€%;23

(4.1.1)

13
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There are five types of likelihood contributions. Consider individual ¢ with the entry time
E; and a possible censoring time C;. The occurrence times of the transitions 1 — 2,

1 — 3, and 2 — 3 are denoted by t;12, t;13, and t;23, respectively.

(i) If the individual enters the study in state 1 and stays in state 1 until censoring, the

likelihood contribution is
C;
Li(6) = exp {— | (unalulo, 72, + aﬂg(uw,ﬁfu))du}. (4.1.2)

(ii) If the individual enters the study in state 2 and stays in state 2 until censoring, the

likelihood contribution is

C;

(iii) If the individual enters the study in state 1 and makes a 1 — 3 transition, the

likelihood contribution is

313
Li(6) =exp{ = [ (nalult, 77, 0) + cuss(uld, FE,))du

X apz(tas|t, Fip,, ).

(4.1.4)

(iv) If the individual enters the study in state 1, makes a 1 — 2 transition and stays in

state 2 until censoring, the likelihood contribution is

ti12
Li(8) = exp {_ [ auslule, 75,) + ozilg(u|9,3ﬂ‘fu))du}

X aqia(taalt, iy, ) (4.1.5)
C;

X exp {—/ oz (6, ﬁicu_))du} .
ti12 ’

(v) If the individual enters the study in state 1 and makes the transitions 1 — 2 and
2 — 3, the likelihood contribution is

ti1
Li(6) =exp{— [ " (nalul, F, ) + cuns(uld, FE, ))du
E; ’ ’
X aqna(taalt, Fit,,-)
tia:
X exp {— / " s (10, ﬂ{fu))du}

ti12

X (23 (ti23’9’ yﬁti%_)_

(4.1.6)
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4.2 Piecewise constant hazards

4.2.1 A Markov model

Suppose that ¢ represents the attained age of the individual, and that the interest is in
comparing mortality rates between healthy and ill individuals. Let § = (619, 613, \) € R?
denote a parameter vector, and for all ¢ € {1,...,n}, define the constant hazard functions
ira(t]0, FE ) = bha, ans(t|0, 75 ) = 013, and aups(t|0, 7S, ) = A3, where ) is the
HR for death. Since the transition hazards do not depend on the history of the process,
the model satisfies the Markov property. The likelihood for n independent individuals is
L(0) = L12(0)L13(0)Lo3(0), where

Liy(0) = H | 012 exp {— /000 Yi(U)Yil(U—)elsz} ,

i=11;;€Zi12
Lyi3(0) = H 013 exp {—/ Yi(u)ﬁ‘l(lb—)@lsdu} , and (4.2.1)
1=11t;;€%:13 0
L23(9> = H )\913 exXp {— / K(U)KQ(U—))\ngdU} .
1=11t;;€%;23 0
This simplifies to
L(Q) = 9‘1312‘9‘1?13‘<)\013>|@23| exp {—(912 + 913>T1 — )\913T2} s (422)

where |Zy| = > |Ziri| is the total number of observed k — [ transitions, |Z| is the
number of observed k — [ transitions for individual i, and T = Y7 57 Yi(u)Yi(u)du is

the total follow-up time in state k. The log-likelihood is

1(0) =|Zh2|log b2 + | Zh3| log b15 + | Das| log( A1)

(4.2.3)
— (012 + 013)T1 — N013T5.

Since the hazard rates are positive but their logarithms are unrestricted, the model may
be reparameterized by the parameter vector 8 = ([12, 513, 5x) = (logbi2,logb:3,log \)
(Clayton and Hills, 1993, p. 81). The reparameterized log-likelihood is

L(B) =|Dha|Pra + | Dhs|Prs + | Das| (B + Pis)

(4.2.4)
— (exp {Br2} + exp {Bis})T1 — exp {Bx + Sz} 1o,

and the corresponding score function is
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VI0) = (5100 5510 1)) (1.2.5)

where

agml(ﬂ) = |Dha| — exp{Bra} T1,
aglgl(ﬂ) = |D13| + |Zns| — exp {S13} T1 — exp {S13 + B} T», and (4.2.6)
%l(ﬂ) = [ D3| — exp {Pis + Br} Tn.

By solving the equation VI(3) = (0,0,0)7, we find the maximum likelihood estimate
(MLE)

5_ (A A AN |22 1z D3| || D
B = (B2, 13 Br) = <1Og T, ,log T ,log T T, . (4.2.7)

The sampling covariance matrix of B can be estimated from the observed information

matrix J(3) = —VVZI(3), which is

- a%;lw) ()~ ()
IO = |5l ) gl
2 2 2
il ) —El0) s
:exp (B} Ty 0 _ 0 ]
_ 0 exp{Bist T +exp{Biz + B} To exp{Biz + A} To|
0 exp {Bi3 + B} T exp { B3 + B} T

The inverse of the observed information matrix is
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_ 1 -
exp {fi2} Th 0 .
1 1
‘7_1(6) - 0 exp {fi3} Th N exp { Sz} Th (4.2.9)
0 B 1 Ty + exp{Sr} T»
I exp{bis} i exp{fis + fr} TiT2
and therefore an estimate of the covariance matrix of 3 is given by
!
Tl 0 0
1 1
TG =1 % 7. %0l (4.2.10)
0 B 1 1 n 1
(D3l (D3| | Das]

Let ¢1—o denote the (1 — «) quantile of the standard normal distribution. Using the
(1 — a)% Wald confidence interval (CI) for the log HR f,, we find that a (1 — a)% CI for
the HR A is

" = 7 9 1 1
exp {ﬁ)\ * qi-a j3’31(ﬁ)} - <| T?;l ‘Tllg|> exp {j:qla % + ’@2?)' } , (4.2.11)

where %_31(3) is the third diagonal element of 7~1(j3). CIs for the hazard rates 6, and

0,3 can be obtained similarly.

4.2.2 A non-Markov model

It may be useful to model transition rates on multiple time scales, such as age, calendar
period, and duration of illness. Here we extend the model of Section 4.2.1 to multiple
time scales. Let ¢t denote the attained age of the individual, B; denote the calendar time
of birth, and P;(t) = B; + t denote the attained calendar period. Duration of illness is
generally defined only after the onset of illness, but for likelihood derivation, it can be
defined as D;(t) =t — t;10 when Yjs(t) = 1 and D;(t) = —oo otherwise.

Categorize age into p intervals o = {4, ..., A,} that partition the interval [0, c0), calen-
dar time into ¢ intervals & = { Py, ..., P,} that partition the study period, and duration
of illness into r categories . = {51, ..., S;}, where S; = {—o00}, and S5, ..., S, partition

the interval [0, 00). The transition hazard functions are defined as
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(U0, F5 ) = S 05,6001t € A Bi(t) € P),
(A,P)ed x P
c A P
ozﬂg(t|9, L%’tf) = Z 6§32{9§32}]I(t € A, B(t) S P), and (4212)
(A,P)ed x P
o (t0, FE,) = S 0500001t € A B(t) € P,D,(t) € S),
(A,P,SYeAd X Px.S

where 9%’22{ and 9%; are age-specific baseline hazards for age group A, 9?22} and 9%{;)@ are
HRs for calendar period P with respect to period P;, and Héf) is the HR for duration of ill-
ness S with respect to duration of illness S;. To define P; and S; as the reference levels, let
012@ 9§§> = 9(;1) 1. The full parameter vector is 0 = (07,,,, 07, 5,055,015 5,00)7T,

where 0150 = (055.), -, 0552))7, 120 = (055, ., 055)7, O1sr = (0552, .., 09527, Orsr =

O 0EINT and 6, = (9;51), .0 T This framework corresponds to nonpara-

metric regression in the Lexis diagram (Keiding, 1990).

The likelihood is L(0) = Li15(0)L13(0)Las(6), where the first term is

Lyp(0) = ﬁ I1 { S 00, I(t; € A Pi(ty) € P)}
(AP

i=1¢;;€Z12 Yed X P

X exp {— /0 Y)Y (um) ( > 0Lk I(ue A Pu) € P)) du} .

(A,P)ed/ x P
(4.2.13)

To simplify L15(0), define the total number of observed k — [ transitions for age group A,

calendar period P, and duration of illness S as

(2T =30 > Ity € A, Piltyy) € P, Dilty;) € S) (4.2.14)

=1 tij €EDiri

and the total follow-up time in state k by age, period, and duration of illness as

TAPS) = Z /0 T () Yi(u—)I(u € A, P(u) € P, Di(u) € S)du. (4.2.15)

(A,P,S)

The sums of |7}, and T4 over S € .7 are denoted by 2] and T, Then
kl k kl k

L) = ]I (@?ﬁzﬂ?g)

PAP)
A,
‘exp{— S 604,60, P)}, (4.2.16)
(A,P)edd X P (

AP)ed xP
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which is proportional to a Poisson likelihood. Correspondingly, the second term is

7t
Lis(0)= ]I <9§w913@>‘3 ’exp{— > 00T <AP>}, (4.2.17)

(A,P)ed X P (A,P)ed/ x P

and the third term is

FAPS)

Lu@) = I (65%65,65)
(A,P,SYed x P XS

(4.2.18)
X exp {_ Z 913%913@9<¢)T2A PS)} .
(A,PS)Yed xPxS
The likelihood can now be written as
L(0) = L19(61207, 0129) L13(01307, 0132) Loz (013, b132,0.7), (4.2.19)

which shows that the parameter vectors (6,,,,0%,,)" and (01;_,,0% 5, 0%)" are orthogo-

nal. Therefore, (07,,,,0%,,)" can be estimated using the Poisson regression model

log (pta.p) = log T\ 4" —}—61 —1—512], (4.2.20)

where 14 p is the mean number of 1 — 2 transitions at age A and calendar period P,
log T\ P) is an offset, and 512 ., and 512 2 are the logarithms of 9 Q{ and 912 », respectively.

A Poisson regression model may also be used to estimate (675 ,, 075 5, 0%)T. Since ‘.@f?’P’S)‘

and Tl(APS are both equal to 0 for S € {95, ..., S,}, and Hgfl) = 1, we can rewrite Li3(6)
as

_@1(54’1’,5)

L13 (9) = H (913%913J9 )
(A,PS)ed x P xS

(A,P,S
X exp {— Z 913’9{913]0/)7—‘1 b )} .
(

A,P,S)eEAXP XS

(4.2.21)

Now Li3(f) and Loz(6) have a similar form, and
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(APS)’ ’Q(APS)’

Li3(0) Las(0) = H (913;%913@8(5 )
(A,P,S)ed x P xS (4‘2‘22)
A,P,S A,P,S
X exp {— S 015,015,055 (TI) + T4 >)} .
(A,PS)ed x P xS
An equivalent Poisson model is
« A,P,S A,P,S) P s
log (1 ps) = log (T + TEPS) 4 80, + 81, + 89, (4.2.23)

where (1) p g is the mean number of deaths at age A, calendar period P, and duration of

illness S, and the parameters 6%;;, §3P », and 6 ..’ are the logarithms of 913 o eﬁg}, and

92‘2) , respectively.



5. Application

5.1 Data sources

The population sample comprised 2,549,992 individuals who were randomly selected from
the Population Information System of Finland on January 1, 2000, covering nearly one half
of the total population of Finland. The Population Information System, maintained by
the Digital and Population Data Services Agency, provided data on date of birth, gender,
first date of emigration after January 1, 2000, and date of death. Personal identity codes
were used to link the data to the Finnish Care Register for Health Care and the Finnish
Cancer Registry.

The Finnish Care Register for Health Care provided nationwide data on inpatient hospital
care in 1970-1997 and both inpatient and outpatient hospital care in 1998-2017. UC
diagnoses were identified by the ICD-8 codes 563.10 and 569.02, the ICD-9 code 556, and
the ICD-10 code K51. For a systematic review of studies on the quality of the Finnish
Care Register for Health Care, see Sund (2012).

The Finnish Cancer Registry provided data on CRC diagnoses in Finland 1953-2017. The
definition of CRC was based on the International Classification of Diseases for Oncology
topography codes C18, C19, and C20 (World Health Organization, 2013). Hematolym-
phoid neoplasms of the colorectum were excluded. The Finnish Cancer Registry collects
data on all cancer diagnoses and deaths among cancer patients in Finland since 1953 and
has nearly complete coverage of solid tumors (Leinonen et al., 2017). Based on special
legislation, health care providers, hospitals, and laboratories are required to report all

newly diagnosed cancers without permission of the patient.

The required permissions for the study were obtained from the Finnish Institute for Health
and Welfare (THL/118/6.02.00/2019) and from the Digital and Population Data Services
Agency (VRK/4504/2019-2).

21
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5.2 Statistical analysis

Participants were followed from January 1, 2000, to the date of first CRC diagnosis,
death from other cause, emigration, or December 31, 2017, whichever came first. Patients
diagnosed with CRC before January 1, 2000, were excluded from the study cohort, whereas
patients diagnosed with UC before January 1, 2000, were included. ClIs for binomial
proportions were computed using the Clopper-Pearson method (Clopper and Pearson,
1934).

The illness-death model (Chapter 4) was applied to study the incidence rates of UC and
CRC in Finland in 2000-2017. People with neither UC nor CRC were defined as being in
state 1 (“Healthy”), those diagnosed with UC but not CRC in state 2 (“IlI”), and those
diagnosed with CRC in state 3 (“Dead”). A state diagram is shown in Section 4.1.

To describe the follow-up data, we used the illness-death model with constant transition

hazards (Section 4.2.1). MLEs and 95% ClIs were computed using the analytical solutions.

To implement the piecewise constant hazard model of Section 4.2.2, age was categorized
into 5-year intervals (04, 5-9, ..., 90-94, and > 95), calendar time into 6-year intervals
(20002005, 2006-2011, and 2012-2017), and time from UC diagnosis into <1, 1-3, 4-9,
10-19, or > 20 years. Transitions 1 — 2 and 1 — 3 (“Healthy” — “UC” and “Healthy”
— “CRC”) were modeled using attained age and calendar time as the time scales. For
transition 2 — 3 (“UC” — “CRC”), UC duration was used as an additional time scale.
Separate models were fit for females and males. To estimate HRs for CRC by age at
UC diagnosis (<40 or > 40 years), we combined both genders into a single data set
and extended the model of Section 4.2.2 by adjusting for gender and letting the HRs for
CRC depend on both UC duration and age at UC diagnosis. MLEs and 95% Cls were
computed using the Poisson likelihood and the log link function as explained in Section
4.2.2 (McCullagh and Nelder, 1998).

No adjustments were made for multiple comparisons. Statistical analyses were performed
using R version 4.0.2 (R Foundation for Statistical Computing, Vienna, Austria) with the
Epi package version 2.46.
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5.3 Results

5.3.1 Baseline characteristics

Of the 2,549,992 individuals included in the population sample on January 1, 2000,
1,306,261 (51%) were female and 1,243,731 (49%) were male. There were 8,720 indi-
viduals with prevalent UC, 6,392 individuals with prevalent CRC, and 90 individuals
with both conditions before the sampling date. The baseline prevalence of UC was 321
per 100,000 in females (95% CI: 312, 331) and 364 per 100,000 in males (95% CI: 353,
374), whereas the baseline prevalence of CRC was 277 per 100,000 in females (95% CI:
268, 287) and 223 per 100,000 in males (95% CI: 214, 231). After excluding patients
with prevalent CRC, 2,543,600 individuals remained in the study cohort, including 8,630
patients with prevalent UC. Characteristics of the study cohort are shown in Table 1.
The median age at the start of follow-up was 41 years in females (range: 0, 108) and 38

years in males (range: 0, 105).

Table 1: Baseline characteristics of the study cohort on January 1, 2000.

Characteristic Female (N = 1,302,638)* Male (N = 1,240,962)“

Age, years 41 (21, 58) 38 (19, 53)
Ulcerative colitis 4,156 (0.3%) 4,474 (0.4%)

@ Median (interquartile range); n (%)

5.3.2 Follow-up data

State diagrams for females and males are shown in Figures 2 (a) and 2 (b). A total
of 23,533 incident CRCs were diagnosed during 41 million person-years of follow-up. In
addition to the 8,630 patients with prevalent UC, there were 19,435 cases of incident UC.
Of the 23,533 incident CRCs, 298 (1.3%) were diagnosed in patients with pre-existing
(prevalent or incident) UC.

Crude CRC incidence was 54.1 (95% CI: 53.1, 55.1) per 100,000 person-years in females
and 59.8 (95% CI: 58.7, 60.9) per 100,000 person-years in males. In patients with UC,
CRC incidence was increased by a crude HR of 1.72 (95% CI: 1.45, 2.05) in females and
1.93 (95% CI: 1.65, 2.24) in males. Crude UC incidence was 45.5 (95% CI: 44.6, 46.5) per
100,000 person-years in females and 49.8 (95% CI: 48.8, 50.7) per 100,000 person-years in

males.
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Healthy
20,936,910
1,298,482 1,277,617

9,532 transitions
45.5 per 100,000 PYs

11,333 transitions Ulcerative colitis
54.1 per 100,000 PYs 139.511

4,156 13,558

130 transitions

y 93.2 per 100,000 PYs
Colorectal cancer
0 11,463
(a) Female
Healthy
19,904,291

1,236,488 1,214,683

9,903 transitions
49.8 per 100,000 PYs

11,902 transitions Ulcerative colitis
59.8 per 100,000 PYs 145 799
4,474 14,209

168 transitions

Y 115.2 per 100,000 PYs
Colorectal cancer
0 12,070

(b) Male

Figure 2: State diagrams. The numbers in the boxes indicate person-years of follow-up
(middle), persons at the start of follow-up (lower left), and persons at the end of follow-up

(lower right). PYs, person-years.
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5.3.3 Multistate analysis

Results of the multistate analysis, using the model of Section 4.2.2, are shown in Figure 2
and Tables 2 and 3. CRC incidence increased monotonically with age up to a peak age of
85-89 in men and 85-94 years in women. Before age 40 years, CRC incidence was low in
both genders. In people aged 55 years and older, CRC incidence was higher in men than
in women, but in the younger age groups, there were no marked gender differences. There
was an increasing trend of CRC incidence over calendar time in both genders. The HR
for 2012-2017 compared to 2000-2005 was 1.08 (95% CI: 1.03, 1.13; P<0.001) in females
and 1.08 (95% CI: 1.04, 1.13; P<0.001) in males.

Model

— CRC, Male
-- CRC, Female
- UC, Male

- UC, Female

w
o
o

N
o
o

100 1

Incidence per 100,000 person-years

.....................................

M, D WX D (D ok 6D (X 1D (M (D X D AXAD o D N P
QG o N Ve Ve Vs 2 D DX, D 2 02 0 O N AT D, D" 7D

WP P o T FF F FTTFF S
Age, years

Figure 3: Age-specific baseline hazards (incidence per 100,000 person-years) for colorec-
tal cancer and ulcerative colitis. The estimates apply to individuals without ulcerative
colitis or colorectal cancer in Finland in 2000-2005. CRC, colorectal cancer; UC, ulcera-

tive colitis.
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Table 2: Incidence of ulcerative colitis in a population-based cohort in Finland in 2000—

2017. Adjusted hazard ratios for calendar period are shown together with age-specific

baseline hazard rates per 100,000 person-years.

parameter vectors defined in Section 4.2.2.

The symbols #1545 and 65, refer to

Female Male
Characteristic exp(Est.)®  95% CI®  P-value exp(Est.)® 95% CI® P-value
Calendar period (612)°
2000-2005 1.00 - - 1.00 - -
2006-2011 1.26 1.20, 1.32 <0.001 1.17 1.12,1.23 <0.001
2012-2017 1.27 1.21, 1.33  <0.001 1.18 1.13, 1.24 <0.001
Age, years (019./)?
04 6.89 3.91, 121 - 7.73 4.58, 13.0 -
59 7.94 5.95, 10.6 - 6.74 4.95, 9.19 -
10-14 15.4 13.2, 18.0 - 19.1 16.6, 21.9 -
15-19 34.7 31.7, 38.0 - 40.3 37.0, 43.9 -
20-24 02.4 48.7, 56.5 - 50.3 46.6, 54.2 -
25-29 60.4 56.2, 64.9 - 63.8 59.6, 68.4 -
30-34 95.2 51.3, 59.4 - 58.4 54.4, 62.7 -
35-39 46.6 43.1, 50.4 - 49.2 45.6, 53.0 -
40-44 39.5 36.4, 42.8 - 48.1 44.6, 51.8 -
45-49 35.7 32.9, 38.8 - 45.5 42.2,49.0 -
50-54 35.3 32.6, 38.3 - 41.9 38.8, 45.2 -
55-59 37.7 34.8, 40.8 - 41.6 38.5, 45.0 -
60-64 341 313,372 - 442 40.8,47.9 -
65-69 34.6 31.6, 37.9 - 41.1 37.6, 45.0 -
70-74 36.8 33.4, 40.5 - 47.8 43.4, 52.6 -
75-79 39.4 35.7, 43.5 - 47.5 42.5, 53.1 -
80-84 37.3 33.2,41.8 - 47.6 41.4, 54.8 -
8589 39.3 342,452 36.6 291,461 -
90-94 23.7 18.0, 31.2 - 28.6 17.7, 46.0 -
> 95 13.7 6.51, 28.7 - 30.1 9.71, 93.4 -

» exp(Est.), exponentiated parameter estimate

b CI, confidence interval
¢ Adjusted hazard ratio

4 Baseline hazard rate per 100,000 person-years
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Table 3: Incidence of colorectal cancer in a population-based cohort in Finland in 2000—
2017. Adjusted hazard ratios for ulcerative colitis and calendar period are shown together
with age-specific baseline hazards per 100,000 person-years. The symbols 6, #1354, and

013, refer to parameter vectors defined in Section 4.2.2.

Female Male
Characteristic exp(Est.)®  95% CI® P-value exp(Est.)® 95% CI® P-value
Ulcerative colitis (6.#)°
Absent 1.00 - - 1.00 - -
<1 year 4.67 3.07,7.09 <0.001 7.62 5.65, 10.3 <0.001
1-3 years 0.85 0.49, 1.51 0.6 0.66 0.36, 1.19 0.2
4-9 years 1.14 0.78, 1.66 0.5 0.77 0.51, 1.17 0.2
10-19 years 1.63 1.19, 2.24  0.002 1.29 0.96, 1.75  0.092
> 20 years 1.61 1.13,2.31  0.009 1.74 1.31, 2.31 <0.001
Calendar period (0132)°
2000-2005 1.00 - - 1.00 - —
2006-2011 1.02 0.97, 1.07 0.4 1.02 0.98, 1.07 0.3
2012-2017 1.08 1.03, 1.13 <0.001 1.08 1.04, 1.13 <0.001
Age, years (613.,)?
04 0.00 na‘ - 0.00 na‘ -
59 0.00 na‘ - 0.17 0.02, 1.23 -
10-14 1.05 0.57, 1.96 - 0.30 0.10, 0.94 -
15-19 2.03 1.39, 2.96 - 1.36 0.87,2.14 -
20-24 2.11 1.47, 3.02 - 2.27 1.62, 3.18 -
25-29 2.52 1.81, 3.52 - 2.18 1.54, 3.08 -
30-34 4.03 3.10, 5.25 - 3.75 2.88, 4.90 -
35-39 5.79 4.67, 7.18 - 5.74 4.64, 7.09 -
40-44 11.9 10.3, 13.8 - 10.0 8.57, 11.7 -
4549 194 17.4,21.7 - 16.9 15.0, 19.0 -
50-54 31.8 29.1, 34.7 - 32.8 30.1, 35.8 -
55-59 46.6 43.3, 50.3 - 63.4 59.3, 67.7 -
60-64 72.7 68.1, 77.6 - 102 96.0, 108 -
65-69 99.7 93.8, 106 - 155 146, 163 -
70-74 141 133, 149 - 224 213, 236 -
7579 179 170, 189 - 294 279, 310 -
80-84 229 216, 242 - 340 320, 362 -
85-89 253 237, 269 - 368 340, 399 -
90-94 251 229, 276 - 354 307, 409 -
> 95 217 177, 265 - 249 166, 376 -

@ exp(Est.), exponentiated parameter estimate

b CI, confidence interval

¢ Adjusted hazard ratio

4 Baseline hazard rate per 100,000 person-years

¢ No incident CRCs were observed in this age group
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In the first year after UC diagnosis, the HR for incident CRC was 4.67 (95% CI: 3.07,
7.09; P<0.001) in females and 7.62 (95% CI: 5.65, 10.3; P<0.001) in males. When 1-3
or 4-9 years had passed from UC diagnosis, CRC incidence did not differ from persons
without UC. In patients with UC diagnosed 10-19 years earlier, the HR for incident CRC
was 1.63 (95% CI: 1.19, 2.24; P=0.002) in females and 1.29 (95% CI: 0.96, 1.75; P=0.092)
in males, and after 20 years from UC diagnosis, the HR was 1.61 (95% CI: 1.13, 2.31;
P=0.009) in females and 1.74 (95% CI: 1.31, 2.31; P<0.001) in males.

UC incidence was highest at ages 25-29 years and lowest in the first decade of life. In
most age groups, UC incidence was slightly higher in males than in females. There was
also an increasing trend of UC incidence over calendar time in both genders. The HR for
2012-2017 compared to 20002005 was 1.27 (95% CI: 1.21, 1.33; P<0.001) in females and
1.18 (95% CI: 1.13, 1.24; P<0.001) in males.

Early-onset UC (defined here as age <40 years) was associated with an increased long-
term risk of CRC (Table 4). In late-onset UC, an increased risk of CRC was observed
only in the first year after UC diagnosis. In the first year after UC diagnosis, the HR for
CRC was 28.6 in early-onset UC (95% CI: 14.2, 57.6; P<0.001) and 5.66 in late-onset UC
(95% CI: 4.36, 7.34; P<0.001). After the first year after UC diagnosis, the HR for CRC
in early-onset UC increased over time up to 10-19 years (HR 4.88; 95% CI: 3.46, 6.88;
P<0.001) and then declined after 20 years (HR 2.63; 95% CI: 2.01, 3.43; P<0.001).

Table 4: Hazard ratios for colorectal cancer by duration and age at diagnosis of ulcerative
colitis. The estimates were adjusted for age (04, 5-9, ..., 90-94, > 95), calendar period
(2000-2005, 2006-2011, 2012-2017), and gender.

Early-onset UC* (<40 years) Late-onset UC® (> 40 years)

Time from UC*

diagnosis HR® 95% CI° P-value  HR® 95% CI°  P-value
No UC* 1.00 - - 1.00 - -
<1 year 28.6 14.2, 57.6 <0.001 5.66 4.36, 7.34 <0.001
1-3 years 0.97 0.14, 6.92 >0.9 0.74 0.49, 1.12 0.2
4-9 years 4.13 2.28,7.47 <0.001 0.77 0.56, 1.05 0.10

10-19 years 4.88 3.46, 6.88 <0.001 0.98 0.74, 1.29 0.9
> 20 years 2.63 2.01, 343 <0.001 0.95 0.63, 1.41 0.8

2 UC, ulcerative colitis
b HR, hazard ratio
¢ CI, confidence interval




6. Discussion

In this large population-based cohort study, including more than 28,000 patients with UC
and more than 23,000 incident CRCs, we studied the risk of CRC in persons with and
without UC, considering both the duration of UC and age at UC diagnosis. Patients with
UC overall, and especially those with early-onset UC, had an increased long-term risk of
CRC. Multistate modeling of UC and CRC in a single population-based cohort provided

a useful framework for studying the relationship between the two disease processes.

Patients with long-standing (> 10 years) UC were at increased risk of CRC. Estimated
HRs ranged from 1.3 to 1.7 depending on UC duration (10-19 or > 20 years) and gender.
A recent population-based cohort study in Denmark and Sweden reported HRs of approx-
imately 1.9 for incident CRC in patients with UC diagnosed 10-19 or > 20 years earlier
(Olén et al., 2020). Meta-analyses of population-based cohort studies have reported pooled
standardized incidence ratios (SIRs) of 1.7 and 2.4 for CRC in unselected patients with
IBD and UC, respectively (Jess et al., 2012; Lutgens et al., 2013). The risk of CRC in UC
appears to have decreased over calendar time, which may be due to improved treatments
or surveillance protocols (Castano-Milla et al., 2014; Olén et al., 2020). The long-term
excess risk of CRC in patients with UC has been primarily attributed to chronic inflam-
mation (Beaugerie and Itzkowitz, 2015). Colitis-associated CRC may develop through
the dysplasia-carcinoma sequence, which differs from the classical adenoma-carcinoma

sequence of colorectal carcinogenesis.

Increased CRC risk in the first year after UC diagnosis may be in part due to detection
bias. Patients with suspected or newly diagnosed UC routinely undergo colonoscopy,
which may reveal CRC shortly before or after the diagnosis of UC. In persons with 1-3 or
4-9 years from UC diagnosis, the incidence of CRC did not differ from persons without
UC.

Early-onset UC (defined here as age <40 years) was associated with an increased long-
term risk of CRC. The HRs for incident CRC were 1.0, 4.1, 4.9, and 2.6 in patients with
early-onset UC diagnosed 1-3, 4-9, 10-19, or > 20 years ago, respectively. The late
decline in the HR may reflect selection bias among those who remain under follow-up
beyond 20 years from UC diagnosis. Olén et al. (2020) reported HRs of 37, 4.1, 1.4,
and 1.0 for incident CRC in patients diagnosed with UC at ages <18, 18-39, 40-59, and
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> 60 years, respectively, while adjusting for years of follow-up and other risk factors. In
late-onset UC (age > 40 years), we observed an increased incidence of CRC only in the
first year after UC diagnosis. In patients diagnosed with late-onset UC more than 20
years ago, the 95% CI for the HR ranged from 0.6 to 1.4. Overall, the excess risk of
CRC in UC may be largely attributable to patients with early-onset UC. Adjustment for
disease extent (e.g., using the Montreal classification) and other clinical characteristics
might clarify whether age at UC diagnosis is an independent risk factor for CRC in UC.
Childhood-onset UC, which often presents with extensive colitis, may be biologically and

clinically distinct from UC in young adults.

UC incidence was highest at ages 25-29 years. Some studies suggest a second peak at
older age, but in this regard, our study is inconclusive (Bernstein et al., 2006). The decline
in CRC incidence after a peak age of 85-94 years may be due to challenges in diagnosing

cancer in very old patients, the healthy survivor effect, or age-related biological changes.

Increasing trends of both UC and CRC incidence over calendar time have been observed
worldwide, although in some developed countries, screening may have stabilized or reduced
CRC incidence (Ungaro et al., 2017; Dekker et al., 2019). We did not assess whether the
incidence trends of UC and CRC differed between age groups.

The main strengths of the study are the population-based cohort design and the large
sample size. Tertiary referral center studies are likely to overestimate CRC risk in UC
because patients with less severe disease are typically underrepresented. In the population-
based cohort of 2.5 million individuals, hospital diagnoses were available for 1970-2017.
The quality of the data on UC relies on the Finnish Care Register for Health Care, which
covers both outpatient and inpatient hospital care since 1998. Data on outpatient care
in 1970-1997 are largely missing, and therefore UC cases recorded in 1970-1997 may be
more severe than those recorded in 1998-2017. This may have introduced an upward bias
into the HR estimates and caused misclassification of time from UC diagnosis in some
patients. Diagnoses of CRC are recorded with high quality and nearly complete coverage

in the Finnish Cancer Registry (Leinonen et al., 2017).

Other possible sources of bias should also be considered. Although the confounding
effects of age, gender, and calendar period were controlled in the analysis, there is a risk
of unmeasured confounding by smoking, dietary factors, physical activity, non-steroidal
anti-inflammatory drugs, and other possible common risk factors of UC and CRC. In
addition, comparisons of persons with and without medical conditions are susceptible to
surveillance bias. Patients with UC are likely to use health services more frequently than
healthy individuals and are offered regular medical examinations and colonoscopies, which

may reveal asymptomatic or otherwise undetected CRCs. Studies of CRC mortality in
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UC are at low risk of surveillance bias (Olén et al., 2020). Finally, some patients with UC
are treated surgically, which can greatly reduce CRC risk. Because of the register-based
data collection, we did not have detailed data on surgical treatments and therefore did
not censor patients at the time of colectomy. This may have led to underestimation of
CRC risk.

Statistical methods in previous population-based cohort studies of CRC in UC include the
Cox model and indirect standardization (Cox, 1972; Armitage and Colton, 2005). The
Cox model is often used in cohort designs that include a reference group, whereas indirect
standardization compares observed event counts to expected counts derived from a large
standard population. Both methods provide measures of CRC risk in UC (i.e., HRs or
SIRs), but the incidence of UC is not necessarily modeled. We used the illness-death
model to estimate incidence rates by age, gender, calendar period, age at UC diagnosis,
and time from UC diagnosis. The estimated rates can also be used to derive transition
probabilities for a given individual and time period. The semiparametric Cox model is
also applicable to multistate models. In this setting, the cumulative baseline hazards
can be estimated using the Breslow estimator (Putter et al., 2007). However, parametric
models provide parsimonious summaries of the data and may be more convenient to use
for prediction (Reid, 1994).

The piecewise constant hazard model can approximate a variety of parametric models, and
extensions to multiple time scales are straightforward. The time scales enter the model
in the same way as other covariates. Factorization of the likelihood function into one
or more Poisson likelihoods permits estimation using standard software for generalized
linear models. A disadvantage is the need to categorize the time variables. However,
smooth effects can be estimated using splines or other suitable functions (Carstensen,
2021). Data preparation involves splitting individual follow-up time along one or more
time scales, which produces multiple data rows per individual and may be computationally
demanding. Royston and Parmar proposed a class of flexible parametric survival models

that avoid the need to split the time scale (Royston and Parmar, 2002).

A useful property of multistate models is the possibility to model different transitions
with shared parameters (Putter et al., 2007). This approach may provide more precise
estimates when the data are sparse. In this study, attained age and calendar period were
assumed to have the same effect on CRC risk in persons with and without UC because
only a small proportion of all CRCs are diagnosed in patients with pre-existing UC. In
this study, the proportion of UC-associated CRCs was 1.3%.
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In conclusion, this large-population-based cohort study provides estimates of CRC risk in
persons with and without UC in Finland in 2000-2017, considering both the duration of
UC and age at UC diagnosis. Patients with early-onset UC are at increased risk of CRC,
but the risk is likely to depend on disease duration, extent of disease, attained age, and
other risk factors. Increased CRC risk in the first year after UC diagnosis may be in part
due to detection bias, whereas chronic inflammation may underlie the long-term excess
risk of CRC in patients with UC.
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