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Abstract

Background: The results of the European Randomized Study of Screening for Prostate Cancer (ERSPC) trial showed a statistically
significant 29% prostate cancer mortality reduction for the men screened in the intervention arm and a 23% negative impact on
the life-years gained because of quality of life. However, alternative prostate-specific antigen (PSA) screening strategies for the
population may exist, optimizing the effects on mortality reduction, quality of life, overdiagnosis, and costs.

Methods: Based on data of the ERSPC trial, we predicted the numbers of prostate cancers diagnosed, prostate cancer deaths
averted, life-years and quality-adjusted life-years (QALY) gained, and cost-effectiveness of 68 screening strategies starting
at age 55 years, with a PSA threshold of 3, using microsimulation modeling. The screening strategies varied by age to stop
screening and screening interval (one to 14 years or once in a lifetime screens), and therefore number of tests.

Results: Screening at short intervals of three years or less was more cost-effective than using longer intervals. Screening at
ages 55 to 59 years with two-year intervals had an incremental cost-effectiveness ratio of $73000 per QALY gained and was
considered optimal. With this strategy, lifetime prostate cancer mortality reduction was predicted as 13%, and 33% of the
screen-detected cancers were overdiagnosed. When better quality of life for the post-treatment period could be achieved,
an older age of 65 to 72 years for ending screening was obtained.

Conclusion: Prostate cancer screening can be cost-effective when it is limited to two or three screens between ages 55 to
59 years. Screening above age 63 years is less cost-effective because of loss of QALYs because of overdiagnosis.
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The European Randomized study of Screening for Prostate
Cancer (ERSPC) has shown a disease-specific mortality reduc-
tion of prostate-specific antigen (PSA) screening for prostate
cancer (1). After eleven years of follow-up, prostate cancer mor-
tality was reduced by 29% after adjustment for noncompliance.
In terms of absolute effect, 37 cancers would need to be detected
to avert one prostate cancer death (1). Some of the screen-
detected prostate tumors (23% to 42%) might never give rise to
clinical symptoms and would not lead to death from prostate
cancer (2). These overdetected cancers reduce quality of life and
result in higher costs because of overtreatment (3), affecting the
balance of benefits and harms as well as cost-effectiveness of
PSA testing for prostate cancer. In our recent study, we demon-
strated that the introduction of a screening program between
the ages of 55 to 70 with a four-year interval would result in a
gain of 52 life-years and 41 quality-adjusted life-years (QALYS)
per 1000 men over their life span (a 23% negative impact on the
life-years gained because of quality of life [4]).

Very recently the American Urological Association (AUA) rec-
ommended shared decision-making for men age 55 to 69 years
who are considering PSA screening, but they gave no clear indica-
tion of the screen interval. In the ERSPC, the Swedish center used
a two-year screening interval, whereas the other centers used
four-year intervals (1). In the United States, annual screening is
more common. There are no trials comparing different screening
intervals, and such empirical studies are highly unlikely to be
conducted because of the immense resources required.

Few recent cost-effectiveness studies have been published
using QALYs gained. Most cost-effectiveness studies for prostate
cancer screening have been performed before large screening
trial results had been published and showed very inconsistent
results (5,6).

The aim of this study was to assess the cost-effectiveness
of prostate cancer screening. Based on data of the ERSPC trial

various prostate cancer screening strategies were modeled to
find the optimal screening intervals and ages.

Methods

The MlIcrosimulation SCreening Analysis Model

Microsimulation SCreening Analysis (MISCAN) was used for the
evaluation of prostate cancer screening. The MISCAN prostate
cancer model was developed in 2003 (7). Since then, the model
has been adjusted to explicitly model the metastatic stages,
treatment, survival, and cure rates (8,9). MISCAN is a stochastic
model that simulates individual life histories. The natural his-
tory of prostate cancer starts with a transition from “no pros-
tate cancer” into preclinical screen-detectable prostate cancer.
Tumor development is modeled as a progression through 18
stages (a combination of clinical T-stage T1, T2 and T3+, differ-
entiation grade Gleason sum less than 7,7 and more than 7, and
metastatic stage 0 or 1). In each preclinical stage, the tumor may
progress into another preclinical stage, become screen detected,
or clinically diagnosed (Figure 1). For each individual, the model
predicts two life histories: one in the absence of screening and
one in the presence of screening.

The cancers were divided into clinically diagnosed cancers,
relevant screen-detected cancers, and overdetected cancers
(cancers that would not have become clinically diagnosed dur-
ing a person’s life). The model parameters for the disease and
the test sensitivity were estimated with the use of data from
the Rotterdam and Go&teborg ERSPC centers (46000 men, age
55-69 years) and the Dutch National Cancer Registry, and the
model was validated with the use of incidence data from all
ERSPC centers. Other cause mortality was modeled using Dutch
life expectancy. The model and validation have been described
before (4).
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Figure 1. Prostate cancer develops from no prostate cancer via one or more screen-detectable preclinical stages to a clinically diagnosed cancer or screen-detected
cancer. The arrows indicate the possible transitions. Each state can be local or metastatic, but for simplicity this is not illustrated. G = Gleason score; T = tumor stage.



The treatment assignment in MISCAN was based on age,
stage, and Gleason score-specific distribution of primary treat-
ments (radiation therapy, radical prostatectomy, and active
surveillance) in the Rotterdam Center of the ERSPC. It was
assumed that 30% of men under active surveillance receive
a secondary treatment within seven years. All men dying of
prostate cancer as well as all men with metastases received
palliative treatment.

Survival without treatment was modeled by using the
Gleason score-specific survival curves for men detected with
locoregional prostate cancer (10). For distant disease, survival
curves based on SEER data were used. The effects of treatment
were modeled by assuming a relative risk of dying of 0.65 for
radical prostatectomy (11) compared with watchful waiting. The
same relative risk was assumed for radiation therapy.

The cure rate assumption was used to calculate the survival:
A proportion of the screen-detected men with a local regional
cancer will be cured, and the remaining are not cured and die
of prostate cancer or other causes at exactly the same time as
they would have in a situation without screening. This stage-
dependent cure rate was estimated for a prostate cancer mortal-
ity reduction of 29% after a follow-up of 11 years for men who
attended at least one screen, corresponding to the prostate can-
cer mortality reduction of screened men in the ERSPC (1). This
resulted in cure rates of 0.51 for Gleason less than 7, 0.30 for
Gleason 7, and 0.11 for Gleason more than 7.

Screening Protocols

A cohort of 10 million men age 55 years in 2012 was simu-
lated. Screening programs started in 2012, with 80% participa-
tion at each round. Screening intervals of 1, 2, 3, 4, 6, 8, 10, 12,
and 14 years, starting at age 55 years, were simulated, as well
as a once in a lifetime screen. The age at which screening was
stopped was varied between 55 and 75 years. The corresponding
costs and effects were calculated until the year 2060, when all
men in the cohort would have died.
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Costs

The unit costs of screening, diagnoses, primary treatment,
follow-up and palliative care were obtained from the literature
(3)- The costs were calculated in 2008 US dollars by using the
purchase power parity for health (12). Indirect costs were not
included. The number of screening visits, diagnoses, prostate
cancer deaths, treatments and life-years were predicted by the
MISCAN model. To take into account biopsies with a negative
result, the total number of biopsies was calculated by using the
number of screen detected cancers and a mean positive predic-
tive value of 22.7% of a biopsy in the screen arm of the ERSPC
(13) and by using the number of clinically detected cancers and
the positive predictive value of 35.8% of a biopsy in the control
arm (14).

Quality of Life

QALYs were calculated by using utility estimates, values between
0 (death or worst imaginable health) and 1 (full health) repre-
senting patient desirability of a particular health state. Utility
estimates and durations of all phases in screening, diagnoses,
and treatment of prostate cancer were obtained from the litera-
ture (Table 1) (4). The loss in QALYs was calculated by multiply-
ing the loss in utility with the duration of the phase in Table 1
and the number of men in a phase obtained from MISCAN. For
example, when 800 men are screened once, they lose 800 x 0.01
x 1/52 year = 0.15 QALY because of the screening itself.

Cost-effectiveness

For all screening scenarios, the costs and effects (number of
diagnoses, deaths prevented, treatments, life-years, and QALYs
gained) were compared with a situation without screening.
A discount of 3.5% was applied to both costs and effects (15).
Strategies that did not have an alternative or combination of
alternatives that would result in more QALY's gained at the same

Table 1. Costs, utility estimates, and durations of the various phases in screening, diagnosis, and treatment, obtained from previous studies

(34)

Intervention Unit costs in $* Health state Utility estimates (range) Duration

Screeningt 39t

Invitation 3.2 Screening attendance 0.99 (0.99-1) 1wk

Blood sample taking 15.5

PSA determination 20.3

Diagnosist 277t

Biopsy 150 Diagnostic phase 0.90 (0.87-0.94) 3wk

PA research 54 Diagnosis 0.80 (0.75-0.85) 1mo

GP consulting 73

Primary therapy and follow-upt

Staging 326 Radical prostatectomy

Radical prostatectomy (RP) 19235 at 2 mo after procedure 0.67 (0.56-0.9) 2 mo

Radiotherapy (RT) 23110 at>2motoly 0.77 (0.70-0.91) 10 mo

Active Surveillance 2588 Radiation therapy

19 PSA testst 680+ at 2 mo after procedure 0.73 (0.71-0.91) 2 mo

10 DREt 800+ at>2motoly 0.78 (0.61-0.88) 10 mo

4 biopsiest 1108 + Active surveillance 0.97 (0.85-1.00) maximal 7 y

Follow-up 245 One year after treatment 0.95 (0.93-1.00) 9y

Advanced diseaset

Palliative therapy 20000 Palliative therapy 0.60 (0.24-0.86) 30 mo
Terminal illness 0.40 (0.24-0.40) 6 mo

* 2008 US dollars. DRE = digital rectal examination; GP = general practitioner; PA = pathological research; PSA = prostate-specific antigen.
1 Costs represent the total costs of screening, diagnosis, primary therapy, and follow-up and advanced disease.
+ Active surveillance consists of multiple tests and corresponding costs are presented.
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or lower net costs were identified as the efficient strategies. For
every efficient strategy we determined the incremental cost-
effectiveness ratio (ICER), which is calculated as the incremen-
tal net costs per incremental QALY gained compared with the
previous cost-efficient strategy. The strategy with an ICER value
up to a threshold of $100000 per QALY gained was considered
as optimal (16).

Sensitivity Analysis

One-way sensitivity analyses were performed by varying key
model parameters. For the utility estimates, the highest and
lowest values were used (Table 1). A separate analysis was
performed using a utility estimate of one for the postrecovery
period (while retaining all the other utility estimates). The costs
were varied by 20%. In addition, the cost-effectiveness was cal-
culated in the absence of overdiagnosis and for a prostate cancer
mortality reduction as a result of screening of 56% after 14 years
of follow-up, as has been found in the Géteborg trial (17).

Results

Effects of Screening Ages and Interval

The simulations predicted that without screening 120 per 1000
men would be diagnosed and 32 would die from prostate cancer
(Table 2). A single screen at age 55 years would result in four
additional cases diagnosed and one prostate cancer death pre-
vented (5% mortality reduction) with 18 life-years gained (17
QALYSs) per 1000 men (6.6 quality adjusted days per man). The
cost-effectiveness was $31467 / QALY gained (3.5% discounted).
More intensive screening would increase the number of cancers
detected, the mortality reduction, overdiagnosis, the life-years,
and QALYs gained as well as the costs. The increase in total
costs was mainly because of an increase in treatment costs. The

largest number of life-years was gained with screening at one-
year intervals at age 55 to 75 years, but the cost-effectiveness
was poor with $320042 per QALY gained.

For each level of costs, most life-years were gained with
screening at one- or two-year intervals (Figure 2A). The larg-
est gain in QALYs was obtained by screening at one-year
intervals from age 55 to 63 years (Figure 2B; an explanation
of Figure 2B is given in the Supplementary Materials, avail-
able online). For the single screen options, most QALYs were
gained by a screen at age 57 years. The strategies on the effi-
ciency frontier (the most effective strategies) had three-, two-,
or one-year intervals. Screening between age 55 and 59 years
with two-year intervals yielded an ICER closest to $100000
per QALY gained ($73000 per QALY gained) and was there-
fore regarded as optimal (Table 3). Using this strategy of only
three screens, a 13% prostate cancer mortality reduction was
predicted, with 33% of the screen-detected cancers overdiag-
nosed. Using this strategy, the annual death rate is around
25% lower between the ages 60 and 70 when compared with
no screening (Figure 3).

Sensitivity Analysis

A sensitivity analysis showed that when all costs for screen-
ing, diagnosis, and treatment were increased by 20%, the same
strategy (age 55-59 years, two-year interval) remained closest to
the optimal ICER (Table 4). Stopping screening at a later age was
only favorable when the highest utility estimates were applied,
when the utility estimate for the postrecovery period was one
(no loss in quality of life because treatment was assumed), when
no overdiagnosis would exist or when a mortality reduction of
56% was assumed. In those instances the upper age limit could
be 65 to 72 years. When the lowest utility estimates were used,
screening at age 55 and 57 years showed the most favorable
cost-effectiveness.

Table 2. Predicted effects, costs, and cost-effectiveness for various screening scenarios per 1000 men*

Screening at age

Screening at age Screening at age Screening at age

One screen at 55-59 y at 2-y 55-67 y at 4-y 55-69 y at 2-y 55-75yat1-y

E Screening scenario No screen age 55y intervals intervals intervals intervals
Q Screening tests - 800 2342 2944 5706 13610
3 Men screened at least once - 800 935 955 989 997

Effects

Cancers diagnosed 120 124 132 156 169 207

Screen-detected cancers - 12 34 86 115 180

Overdiagnosed cancers - 4 (30) 11 (32) 35 (41) 49 (43) 87 (48)

(as % of screen-detected men)

Prostate cancer deaths 32 31(5) 28 (13) 25 (24) 23 (30) 20 (40)

(% reduction)

Life-years gained - 18 41 66 83 102

QALY gained - 17 36 50 61 64

Costs x $1000

Screening - 32 94 118 228 542

Diagnosis and treatment 1882 2003 2229 2842 3161 3909

Palliative care 649 616 568 496 452 390

Total costs 2531 2652 2890 3456 3841 4842

Cost-effectivenesst
Net costs per QALY gained - 31467 45615 92031 120185 320042
(3.5% discounted)

* Effects and costs are shown without discount. The cost-effectiveness is calculated at 3.5% discount rate for effects as well as costs. In 2008 US dollars. QALY = qual-
ity adjusted life year.
1 The costs and effects are compared with the “no screen” situation; numbers are rounded.
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Figure 2. Net costs and (A) life-years gained or (B) quality-adjusted life-years gained (all 3.5% discounted) per 1000 men, of PSA screening strategies varying by interval
and end age. The screens start at age 55 years, except for the once in a lifetime screens. At some points in the figure, the end ages are indicated. The efficient strategies
in Figure 2B are connected by the efficient frontier (Eff frontier, solid curve) and are presented in Table 3. Strategies below this line are less cost-effective. Costs are in

2008 US dollars. QALY = quality-adjusted life-year.

Discussion

Our results suggest that screening strategies with short screen-
ing intervals of at most three years are more cost-effective than
those using longer intervals. Scenarios involving more frequent
screening over a limited age range resulted in increased life-
years gained, without a substantial increase in the proportion
of overdiagnosed cases.

The most favorable results were obtained for screening ces-
sation below age 60 years. The incremental cost-effectiveness
ratios of these strategies were $31467 to $72971 per QALY
gained, close to the commonly used $50000 and $100000 thresh-
olds (16).

Earlier we found that men age 55 to 59 years with moderate-
risk prostate cancer are also the best candidates for immediate
curative treatment at the time of screen-detection, because they
have the most favorable ratio between lead time and life-years
gained (18).

Previous studies concerning the costs or cost-effectiveness
of prostate cancer screening did not evaluate life-years gained
or QALYs gained (19-24) or were based on assumptions of mor-
tality reduction because of screening and did not use results of
a prostate cancer screening trial to calibrate the model (25-31).

These studies showed large variation in cost-effectiveness
from $68 per QALY gained (29) to $729000 per life-year saved
(30), but the results are difficult to compare because of different
assumptions in demographics and background risks, screening
protocols, costs, effects of treatment, and screening on mortal-
ity and discount rates. Two studies have used the results of the
ERSPC trial to assess cost-effectiveness of screening (6, 32). They
found that screening is not cost-effective, with $291817 / QALY
or $262758 per life year gained. Screening can be cost-effective
when it is limited to men with five times the average risk (6), or
when the number needed to treat is less than 18 (32).

Most studies have shown that screening is less cost-effec-
tive at higher ages (5). Our study suggests a lower age at ces-
sation of screening of 59 to 61 years, whereas previous studies
suggest stopping screening at age 70 to 71 years (23,26,28,31).
Our results can change with longer follow-up of the ERSPC trial,
as a study in Goteborg suggested that nine years after termina-
tion of screening the prostate cancer mortality in the screen
arm caught up (33). However, the ERSPC now has two additional
years of follow-up, which confirms the relatively stable mortal-
ity reduction, compared with the nine and 11 years follow-up
(34). The current model can also replicate the mortality reduc-
tion after 13 years.
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Figure 3. The annual death rate per 1000 men by age in the absence of screening
as well as in the presence of screening from age 55 to 59 years with two-year
intervals.

Our conclusion on short intervals may seem surprising.
Apparently much of the overdiagnosis is already covered by
four-year interval screening, whereas a shorter interval can still
increase the prostate cancer mortality reduction.

Strong points of our study are that the model incorporates
a mortality reduction as a result of screening based on a large
prostate screening trial and that by simulating a cohort of men
for their lifetimes, all costs and effects can be taken into account.
However, our approach also has some limitations. Since the
model is based on the ERSPC trial, in which the majority of men
were screened from age 55 years, the model is not validated to
predict results for starting screening before age 55 years. Several
modeling studies have suggested that starting screening at age
40 years may improve the cost-effectiveness, or at least lead to
comparable prostate cancer mortality reductions with fewer
harms (20,22,28). Also, varying PSA thresholds for biopsy refer-
ral for different subgroups can improve harm-benefit tradeoff
(20). For example, higher PSA thresholds can be used for older
ages, the screening interval may be based on baseline PSA level,
comorbidity can be taken into account, or other risk stratifica-
tion methods can be used. We assumed a fixed effect of screen-
ing for the entire population. However, this effect can depend on
factors such as family history, comorbidity, and ethnicity.

Another limitation of the present study is that most of the
disease-specific and treatment parameters in the model were
based on the data of the ERSPC Rotterdam and the Dutch Cancer
Registry, and might not be directly applicable to other popula-
tions, especially already more intensively screened popula-
tions. Also, the treatment modalities and effects can change in
the future. If active surveillance will be used more frequently,
the total treatment costs will be lower, whereas an increase
in radical prostatectomy or radiotherapy would increase the
total costs.

We have not included out-of-pocket costs and indirect costs,
such as administrative costs, loss of productivity and income,
traveling costs, and time and financial losses by family mem-
bers. Therefore, it is expected that the actual total costs of
screening will be higher than predicted in this study. Also, in this
study cost prices are used, whereas reimbursement rates can be
higher. Using higher costs would probably not substantially alter
the ranking of the results.

The sensitivity analysis showed large differences in cost-
effectiveness between the highest and lowest utility estimates.
A substantial part of this variation is caused by the utility esti-
mate for the postrecovery period, because the duration of this
health state (the residual life) is around 10 years for most men.

5.4
7.9
8.4
9.9

QALYs gainedt
11.3
11.8
12.2
12.3

Total net costst
n$
168 469
303 936
343 908
452 568
612 063
747 784
848 006
948 659

quality adjusted life year.

8.4

LY gainedt
13.4
14.8
18.2
22.6
24.9
27.1
29.0

Overdiagnosis,
as % of screen-
detected men

29.7

31.1

32.1

33.0

34.8

34.8

35.7

36.7

%
=3
(9]
a
£

tion, %t

Prostate cancer
mortality reduc-

Interval
2
3
2
2
1
1
1

Table 3. Prostate cancer mortality reduction, overdiagnosis, life-years gained, and incremental cost-effectiveness for the most efficient screening strategies per 1000 men*

1 The difference in costs compared with the previous least expensive strategy, divided by the difference in QALYs between those strategies.

*2008 US dollars. The quality adjusted life years gained and costs are 3.5% discounted. LY = life years; QALY

+ Compared with no screening.

Screening strategy
End age,y

55
57
58
59
61
61
62
63



ICERfin $
89 967
99 913
80 457
95 192
87 566
93 881
66 499

Cost/ QALYt
34122
98 346
37 664
43 479
54 739
28 037
25 205

QALYs gainedt

51.4

31
25.0
11.3

9.9
19.4
46.4

quality adjusted life year.

Total net costst in $
1752 950
303 936
943 066
489 651
543 081
542 981
1168 563

31.1
38.7
34.8
33.0
39.6

454
incremental cost-effectiveness ratio; QALY

Overdiagnosis, as %
of screen-detected men

37
24
17
13
36
60

Prostate cancer
mortality reduction, %t

Screening strategy
Interval

72
57
65
61
59
71
66

End age

Table 4. The optimal strategies, with an incremental cost-effectiveness ratio threshold of $100000 per QALY gained for various assumptions in the sensitivity analysis

1 The difference in costs compared with the previous least expensive strategy, divided by the difference in QALYs between those strategies.

*The quality adjusted life years gained and costs are 3.5% discounted. Results are presented per 1000 men. ICER

Utility postrecovery period 1
1 Compared with no screening. 2008 US dollars.

Lowest utility estimates
Costs — 20%
Mortality reduction of 56%

Highest utility estimates
No overdiagnosis

Assumption
Costs +20%

E.A. M. Heijnsdijketal. | 7 of9

Long-term adverse effects from treatment influence the qual-
ity of life in the postrecovery period. Quality of life can also
be affected more at younger ages than at older ages. However,
data for the long-term quality of life after treatment are lacking.
Most adverse effects affecting the urinary tract and bowel are
relieved after some years, but substantial symptoms persist in
many patients up to five years after treatment (35-38). In our
base model, we used a utility estimate of one for the time period
more than ten years after diagnosis. The use of QALY's to weigh
the harms and benefits has been discussed before (4). Expressing
harms and benefits in the same units has been proposed as
ideal for providing the evidence base for practice guidelines (39).
When only life-years gained are taken into account, the cost-
effectiveness is comparable with the cost-effectiveness using
the highest utility estimates, and the optimal strategy would be
screening from age 55 to 70 years with one-year intervals.

The American Urological Association (AUA) recommends
shared decision-making for men age 55 to 69 years who are
considering PSA screening and does not recommend routine
PSA screening in men over age 70 years or who have less than a
10- to 15-year life expectancy (40). The AUA also recommends a
routine screening interval of two years or more to be preferred
over annual screening. Our analysis shows that screening over
age 60 years is already less favorable at population level. When
screening with two-year intervals would be stopped at age
59 years instead of 69 years, five fewer deaths will be averted,
but 38 fewer men will be overdiagnosed, still leading to 36
QALYs gained per 1000 men. Although the AUA and physicians
may be reluctant to not recommend screening and shared deci-
sion making at the individual level for men age 60 to 69 years,
this analysis provides further evidence of the benefit of going
to two-year screening intervals. Our results are more in favor of
screening than the report of the US Preventative Services Task
Force (USPSTF), which recommended against PSA screening
(41). The USPSTF evaluation was based on a small and inconclu-
sively proven effect of screening, by just summing all prostate
cancer screening trials, including the Prostate, Lung, Colorectal,
and Ovarian Cancer (PLCO) trial, and substantial and well estab-
lished harms. The PLCO trial had substantial contamination in
the control arm (42), negatively affecting the power of the trial,
and therefore we based our study on the ERSPC trial.

In conclusion, this analysis based on the largest randomized
trial on prostate cancer screening suggests that PSA-based
screening can be cost-effective when it is limited to patients
age 55 to 60 years with intervals of one or two years. It might
be more cost-effective to screen repeatedly between age 55 and
60 years with intervals of one or two years than to use longer
intervals until older ages.
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