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Background: Prior work suggests high interrater variability in the pathologist diagnostic rate (PDR) of the precan-
cerous polyp sessile serrated adenoma (SSA). Objectives: To improve the diagnostic consistency in the pathological
evaluation of colorectal polyp specimens with diagnostic rate awareness, using funnel plots (FPs)/control charts
(CCs), and a focused group case review. Methods: All colorectal polyp specimen (CRPS) reports September 2015
to August 2017 were analyzed at one institution. PDRs were extracted using a hierarchical free-text string matching
algorithm and visualized using FPs, showing pathologist specimen volume versus PDR, and CCs, showing pathologist
versus normed PDR. The FPs/CCs were centered on the group median diagnostic rate (GMDR). Pathologists were
shown their baseline SSA diagnostic rate in relation to the practice, and in January 2017, there was a focused group
case review/open discussion of approximately 40 sequential cases signed as SSA with a gastrointestinal pathology
expert. Results: Nine pathologists interpreted more than 250 CRPSs per year. FPs/CCs for the first and second years
showed 6/4 and 3/1 P < .05/P < .001 pathologist outliers, respectively, in relation to the GMDR for SSA and 0/0
and 0/0 P < .05/P < .001 pathologist outliers, respectively, in relation to the GMDR for tubular adenoma (TA). An in
silico kappa (ISK) for SSA improved from 0.52 to 0.62. Conclusion: Diagnostic rate awareness facilitated by FPs/CCs
coupled with focused expert-led reviews may help calibrate PDR. Variation in SSA PDRs still remains high in relation
to TA. ISK represents an intuitive, useful metric and Next Generation Quality/Statistical Process Control a promising
approach for objectively increasing diagnostic consistency.
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C olonoscopy is routinely used in the screening,
surveillance, and diagnosis of colorectal cancer

and potentially premalignant colorectal polyps. Among
colorectal biopsies, there is a pathological spectrum
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ranging from normal mucosa to hyperplastic polyps,
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which are considered to be benign lesions with
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no malignant potential, to SSAs, which are known
precursors of colorectal adenocarcinoma.1 The true
prevalence of SSA remains unclear; literature values
suggest they represent between 2.8% and 9% of
colorectal polyps.2-5 In the context of serrated polyps,
SSAs are thought to account for approximately 20%
of serrated colorectal polyps.6-8

Given the risk of progression to adenocarcinoma, ac-
curate endoscopic identification and resection, as well
as an accurate histological diagnosis of SSAs, are crit-
ical for optimal patient care.1 Inconsistencies have an
impact on patient risk assessment and recommended
surveillance intervals.9,10 For instance, recommended
follow-up for hyperplastic polyps is 10 years, whereas
for SSAs varies between 3 and 5-10 years depending
on size, number, and histology.9,10 Pathological over-
call of an adenoma therefore may lead to shortened
surveillance intervals, subsequent procedural risks, in-
convenience, and stress to the patient, poor resource
utilization, and thus increase in health care costs.11,12

On the other hand, undercalling premalignant colorec-
tal polyps may result in inappropriate surveillance in-
tervals, with a risk of undetected dysplastic progres-
sion and a potential impact on overall morbidity and
mortality.

Despite significant clinical and economic implica-
tions of an inappropriate SSA diagnosis, pathologist
agreement is moderate compared with the diagnosis of
tubular adenoma (TA). Interobserver agreement rates
for the histopathological diagnosis of SSAs have κ val-
ues ranging from 0.16 to 0.38.13-15 In 2007, Glatz et al16

examined the diagnostic variability among 168 inter-
national pathologists using representative images of
hematoxylin and eosin–stained sections showing 20
colorectal polyps. Interobserver variability was most
pronounced for SSAs (54% correct compared with
90% for TA), which were most often misdiagnosed as
hyperplastic polyps or traditional serrated adenomas.
Pathologists with gastrointestinal subspecialty training
and those who had read a reference article gave a
significantly higher percentage of correct answers for
SSAs.16 Khalid et al13 showed that in a group of 40
previously diagnosed hyperplastic polyps, 85% were
reinterpreted as SSAs by gastrointestinal pathologists;
however, this was with a poor κ value (0.16) among the
specialized gastrointestinal pathologists. Because of
the diagnostic challenges, a significant effort has been
made to establish universal criteria for SSAs. However,
despite consensus papers on diagnostic criteria of col-
orectal lesions,17,18 the criteria may not be consistently
applied.

We previously quantified the SSA rate in our in-
stitution and noted that the diagnostic rates varied
significantly (unpublished observations), likely due to
diagnostic bias. If true, the diagnostic rate could poten-
tially be corrected through education, and we sought to
achieve this as part of a quality improvement initiative.

Funnel plots (FPs) can be used to assess bias; they
have been used in meta-analyses to detect publication
bias and in quality of care.19 They have been used to
assess cesarean section rates between institutions20

and surgeons.21 We applied them in anatomical pathol-
ogy to assess variation in prostate biopsies22 and im-
munostain use in relation to the diagnostic category
in prostate biopsies.23 In large-volume practices, FPs
can detect relatively small significant differences that
would otherwise be resource-intensive to identify via
traditional case review.

FPs are similar to control charts (CCs), which are
widely used in manufacturing engineering in Statistical
Process Control (SPC). SPC first appeared in medical
literature in 196624 and is also termed Next Generation
Quality (NGQ).25,26 NGQ is continuous quality improve-
ment using objective clinical data to provide feedback
within a formal setting. In pathology, the feedback loop,
from a process perspective, has been relatively weak;
pathologists generally do not know their diagnostic call
rates. The use of SPC in health care is outlined in a large
systematic review published in 2017, which showed
that SPC can indeed be a powerful and versatile tool
for quality improvement in health care.27

Overall, agreement among pathologists with regard
to the pathological diagnosis of SSAs is poor, leading to
variability in call rates and a multitude of clinical, eco-
nomic, and psychological implications. To our knowl-
edge, there has been no attempt to implement SPC
within anatomical pathology as a means to improve
agreement in the diagnosis of SSA. The aim of this
study was to evaluate interrater variability in the pathol-
ogist diagnostic rate (PDR) of SSA (in relation to TA)
at our institution using FPs and to assess the impact
of PDR awareness and focused expert-led review on
interrater variability as a potential method of quality
improvement.

METHODS

Ethics

Research ethics board approval (HiREB 2016-2295-C;
HiREB 2018-4445-C) with sign off from the laboratory
director was obtained to access pathology and colorec-
tal polyp reports. Consent from the involved health care
providers was obtained as per the ethical framework
provided by the World Health Organization in “Ethical
issues in Patient Safety Research”.28

Data collections and analysis

The data were extracted from the Laboratory Informa-
tion System via a structured text dump. The pathology
reports were transferred to a fully encrypted computer
and anonymized of patient identifiers with a custom
program. The files with patient identifiers were deleted
with a secure delete.

Subsequently, pathology reports with colorectal
polyp specimens were retrieved from the de-identified
files with the following search terms:

1. “polyp” within the “source of specimen” section
of the report;

2. One of the following words: “colon,” “rectum,”
“rectal,” “cecum,” “cecal,” “rectosigmoid” in
the “source of specimen” section of the report.
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The pathology reports were then separated into parts
(using the “source of specimen” section) such that indi-
vidual colorectal polyp specimens could subsequently
be retrieved and analyzed.

The colorectal polyp specimens were classified
with a hierarchical free-text string matching algo-
rithm (HFTSMA) that uses a(1) dictionary of diagnos-
tic terms/categories and (2) a hierarchy of categories.
The dictionary and hierarchy are found in Supplemen-
tal Digital Content (SDC) Appendix A and Appendix B
(available at: http://links.lww.com/QMH/A51).

The HFTSMA was previously described in a prior
article.22 Briefly:

1. The diagnosis section of the colorectal polyp spec-
imen was searched for diagnostic terms and if 1 or
more terms were found (based on an exact string
match or fuzzy string matching using the library
“google-diff-patch-match”), the relevant diagnos-
tic code was assigned.

2. The hierarchy was applied; this selectively re-
moves diagnostic codes that are deemed mutu-
ally exclusive to others within a colorectal polyp
specimen (e.g. “suspicious of adenocarcinoma”
supercedes “adenocarcinoma”).

3. The miss rate (noncoded cases) was counted.
4. A random sample of the (fully anonymized) study

set was selected and audited to assess the cod-
ing accuracy; this was used to revise (1) the dic-
tionary of diagnostic terms/categories and (2) the
hierarchy of categories.

5. Steps 1 to 4 are repeated until the miss rate and
coding accuracy were deemed acceptable.

Before analysis work was done, the remaining (non-
patient) identifiers were replaced by anonymous iden-
tifiers and the anonymous identifiers linked to the
plain text in a file separate from the data. The fully
anonymized results were then tabulated.

With the consent of the pathologists, their baseline
diagnostic rate data were decoded and displayed to
them individually, using FPs (centered on the group
median diagnostic rate) that showed the individual’s
diagnostic rate in relation to the anonymized rates of
the other pathologists reading more than 250 colorectal
polyp specimens per year.

The FPs were created with custom code that was
previously described.22,23 The group median rate was
chosen as the center line of the funnel. The funnel
lines were calculated with the normal approximation to
the binomial distribution. The P values follow directly
from the confidence interval; there is a 5% chance (P
= .05) of falling outside the 95% confidence interval
and a 0.1% chance (P = .001) of falling outside of the
99.9% confidence interval.

As per the study protocol, the individual pathologist
could request (in writing) the data (surgical numbers, di-
agnostic text, computerized coding) for the specimens
they interpreted for review.

An audit of 400 randomly selected colorectal polyp
specimens was assessed by pathologist (A.N.) to de-
termine whether the hierarchical HFTSMA improperly
categorized specimens.

Expert-led case review

During year 2, to complement the data analysis, an
expert-led review was done with approximately 40 se-
quential SSA cases. The focus of the session was the
histomorphology of SSAs. The expert was blinded to
the size, clinical history, and other pathology specimens
from the patient. This followed brief one-on-one meet-
ings in which the polyp diagnostic rates were disclosed.

The staff pathologists at our institution met for this
purpose as a group with a gastrointestinal patholo-
gist (S.A.). The review consisted of the gastrointestinal
pathologist assessing the case, followed by verbally
garnering each pathologist’s diagnostic opinion. After
all of the nongastrointestinal pathologists had offered
their opinion, the gastrointestinal pathologist gave her
diagnostic opinion with its rationale. The narrow focus
of the exercise was to determine “Is this a sessile ser-
rated adenoma?” If it is, “Why?” and if it is not, “Why
not?”

In silico kappa

In silico kappa (ISK) (λ) values were obtained by com-
puter simulation. This involved the following: (1) gener-
ating a random set of specimens; (2) “interpreting” the
random set of specimens, using the diagnostic rates
of the pathologists in the study; (3) calculating Fleiss’
kappa (based on the interpretations); and (4) repeating
steps (1)-(3) with larger and larger sets of specimens
until the kappa value was deemed converged. The cal-
culation makes use of a “maximal diagnostic overlap
assumption”; this assumption is necessary as the di-
agnostic rates and the differences in the diagnostic
rates are insufficient to infer the amount of diagnos-
tic overlap. Conceptually, ISK is related to “kappa max”
described by Sim and Wright.29

Separate ISKs were calculated using (1) the (raw)
diagnostic rates (as in the FPs), and (2) the normalized
diagnostic rate (as found in the CCs). Details of the
calculation are found in SDC Appendix D (available at:
http://links.lww.com/QMH/A51).

We have used lambda (λ)—the letter that follows
kappa (κ) in the Greek alphabet—to denote the simu-
lated kappa—such that it should not be confused with a
(traditional) kappa generated by pathologist interpreta-
tions. An ISK generated with the normalized diagnostic
rate (as found in a CC) was call normed in silico kappa,
abbreviated as NISK.

RESULTS

Colorectal polyp specimens

A total of 7054 colorectal polyp specimens in the study
period were retrieved. The first and second years had
3656 and 3398 colorectal polyp specimens, respec-
tively. All pathologists reading more than 250 colorectal
polyp specimens per year were interested in knowing
their rates and consented to seeing their rate in relation
to the anonymized rates of their peers. An example FP
showing how data were displayed to the pathologists
is shown in Figure 1. A random audit of 400 specimens
showed zero errors (100% correlation) with respect to

http://links.lww.com/QMH/A51
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Figure 1. Funnel plot showing how data were presented to
the pathologists in the study. The “X” marks the pathologist
of interest. Other pathologists are marked with an “O.” The
horizontal line in the center of the funnel is the group median
diagnostic rate. The dashed (inner funnel) curves represent
the boundaries of the 95% CI and correspond to P < .05. The
solid (outer funnel) curves represent the boundaries of the
99.9% CI and correspond to P < .001. CI indicates confidence
interval.

the hierarchical HFTSMA’s categorization of SSA/not
SSA. An overview of the data is summarized in Tables
1 and 2. Diagnoses in the table are not mutually ex-
clusive; 1 specimen bottle may contain 0, 1, or more
polyps and consequently more than 1 diagnosis.

The raw SSA PDR (for the 9 pathologists in-
terpreting >250 colorectal polyp specimens per
year) mean/median/SD/min-max in the first and sec-
ond years was 3.9%/3.7%/3.0%/0.0%-7.9% and
4.1%/3.8%/2.5%/0.8%-8.7%, respectively.

FPs/CCs for the first and second years showed
6/4 and 3/1 P < .05/P < .001 pathologist outliers,
respectively, in relation to the group median diag-
nostic rate (GMDR) for SSA and 0/0 and 0/0 P <

.05/P < .001 pathologist outliers, respectively, in re-
lation to the GMDR for TA. The raw data, presented

Table 1. Diagnoses by Year for the Study
Pathologistsa

Diagnosis Year 1 Year 2

Tubular adenoma 1859 1692

Sessile serrated adenoma 128 124

Tubulovillous/villous adenoma 137 144

Hyperplastic polyp 792 693

Benign colorectal mucosa 420 303

Total specimens 3368 3026
aThis table shows the frequency of common diagnoses in the 2-year study period. The
categories are not mutually exclusive diagnoses (as a specimen may contain more than
1 polyp) and not all encompassing; thus, the specific diagnoses do not sum to “Total
specimens.”

Table 2. Pathologists Volume Statisticsa

Statistic Year 1 Year 2

Mean 374.22 336.22

Median 372 344

Standard deviation 23.58 38.31

Maximum 415 379

Minimum 345 265
aThis table shows summary statistics for each of the 2 years in the study period.

via FPs, are seen in Figures 2A-2D. The data were
also normalized (see SDC Appendix C, available at:
http://links.lww.com/QMH/A51); the data in this form
are presented in Figures 3A-3D.

Eight pathologists interpreted more than 250 polyps
per year in both year 1 and year 2. The change in PDR
for SSA is shown in Table 3; the group of 8 is ordered
by the diagnostic rate in year 1 from highest to lowest.
It is noteworthy that all the lowest PDR pathologists in
year 1 increased their call rates.

Figures 4A and 4B show the normalized percentage
of left colon and rectum polyp cases by pathologist in
both years of the study; these plots are in keeping with
random case assignment.

Expert-led case review

The expert-led case review was well received by
the pathologists and was completed in approximately
1 hour.

In silico kappa

ISKs showed marked differences between TA and SSA.
Between year 1 and year 2, minimal changes were
seen in TA and a larger change was seen in SSA (see
Table 4 for details). The NISK calculation showed iden-
tical trends (see Table 5 for details).

DISCUSSION

SSAs are known precursors of colorectal
adenocarcinoma.1 As such, their pathological iden-
tification is crucial to guiding patient management.
The hierarchical HFTSMA generated diagnostic cat-
egories with robustness sufficient to allow insight
into the practice patterns over 2 years. Using a novel
custom-automated approach reviewing more than
7054 colorectal polyp specimens over 2 years, we
show here that there was significant variation between
pathologists in reporting SSAs compared with TAs
especially in year 1, which may influence patient
follow-up and, ultimately, patient outcome.

The results for TAs (used as a reference) showed
no significant outliers in both years of the study. Af-
ter the focused expert-led review, cohort variation in
the SSA PDR remained high in relation to TA; how-
ever, diagnostic consistency for SSA appears to have
increased in year 2 (number of pathologist outliers de-
creased, ISK increased). Targeted expert-led review ap-
pears to help calibrate the PDR and follow-up data allow
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Figure 2. Funnel plots showing (A) the tubular adenoma diagnostic rate data in the first year of the study, (B) the sessile
serrated adenoma diagnostic rate data in the first year of the study, (C) the tubular adenoma diagnostic rate data in the second
year of the study, and (D) the sessile serrated adenoma diagnostic data in the second year of the study. The horizontal line in
the center of the funnel is the group median diagnostic rate. The dashed (inner funnel) curves represent the boundaries of the
95% CI and correspond to P < .05. The solid (outer funnel) curves represent the boundaries of the 99.9% CI and correspond
to P < .001. CI indicates confidence interval.

reassessment. Thus, ISK may represent an intuitive,
useful metric and NGQ a promising approach for objec-
tively increasing diagnostic consistency of PDR, further
highlighting the importance of its use as a quality im-
provement strategy in pathology.

The simulated kappa (generated in silico), shown
herein, improved for SSAs between year 1 (λ = 0.52)
and year 2 (λ = 0.62) of the study. The simulated kappa
for TA decreased slightly between year 1 (λ = 0.95)
and year 2 (λ = 0.93); this change can also be seen
in the FPs and CCs. As physicians are usually famil-
iar with kappa for assessing interrater variability, this
may be a useful metric that can be understood with
relative ease. The variation of kappa for small numbers
of specimens (<100) was considerable. This suggests
that the traditional kappa in many study contexts is a

crude measure of real-world variation, as it depends
strongly on the selected study set.

Some limitations in our study exist. It should be
noted that the simulated pathologist interpretations as-
sume “maximal overlap”; if one pathologist diagnoses
SSA in 5% of polyps and another pathologist diagnoses
it in 8% of polyps, the discordance rate will be the min-
imum of 3% (8 − 5 = 3). It is entirely possible that a
lower diagnostic rate pathologist (eg, PDR = 5%) may
make the diagnosis of SSA when a higher diagnos-
tic rate pathologist (eg, PDR = 8%) does not; real-life
pathologist interpretation comparisons do not neces-
sarily have maximal overlap. Thus, the (calculated) ISK
represents a best case scenario for the given set of
PDRs. The ISKs (λ) (generated from the [raw] diagnostic
rates) are slightly lower than the NISKs (generated from
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Figure 3. Control charts showing (A) the normalized tubular adenoma diagnostic rate data in the first year of the study, (B)
the normalized sessile serrated adenoma diagnostic rate data in the first year of the study, (C) the normalized tubular adenoma
diagnostic rate data in the second year of the study, and (D) the normalized sessile serrated adenoma diagnostic rate data in
the second year of the study. The horizontal line in the center of the control chart is the group median diagnostic rate. The
dashed (inner control) lines represent the boundaries of the 95% CI and correspond to P < .05. The solid (outer control) lines
represent the boundaries of the 99.9% CI and correspond to P < .001. CI indicates confidence interval.

the normalized diagnostic rates); this is a consequence
of how the normalization was done. Furthermore, the
gastrointestinal specialist pathologist (S.A.) works at an

Table 3. Change in Diagnostic Rate With Timea

Pathologist �(PDR)/�t

1 0.008

2 − 0.012

3 0.011

4 − 0.017

5 0.007

6 0.024

7 0.003

8 0.022

Abbreviations: PDR, pathologist diagnostic rate; SSA, sessile serrated adenoma.
aThis table shows the change in the PDR from year 1 to year 2 for the 8 pathologists
who read more than 250 colorectal polyp specimens per year in both years of the study.
The pathologists are ordered by the SSA PDR in year 1; in this subset, pathologist 1 had
the highest SSA PDR in year 1 and pathologist 8 had the lowest SSA PDR in year 1.
Pathologists with negative values (eg, −0.012, −0.017) had a lower PDR in year 2 than
in year 1. Pathologists with positive values (eg, 0.022, 0.003) had a higher PDR in year 2
than in year 1.

affiliated hospital in the same city and completed locum
work at our study institution. However, she did not read
more than 250 colorectal polyp specimens per year at
the study site. As such, she was not included in the
studied group of pathologists. A direct diagnostic rate
comparison would have proved additional context to
the study. In addition, the duration of the study was rel-
atively short. Whether the change is enduring remains
to be determined with further data. Outcome data by
diagnostic category were not available; these would be
ideal for calibrating diagnostic rate/polyp classification.
The study did not make use of normalized deviations
plots, a tool that allows one to identify outliers and (with
the presumption of mutually exclusive categories) un-
derstand a relative overcall with associated undercall(s).
Normalized deviations plots would elucidate clinical im-
plications of relative undercalls/overall calls, as they pro-
vide the “substitute” diagnosis/diagnoses22; we plan to
do this in the future.

Pathologists often do not have a sense of whether
they call a diagnosis frequently or infrequently as com-
pared with their peers because they do not usually have
access to their/their colleagues´ diagnostic call rates.
Calculating the diagnostic rates may make one aware
of and better understand differences and compare
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Figure 4. Control chart showing (A) the normalized left
colon diagnostic rate by pathologist in the first year of the
study, and (B) the normalized left colon diagnostic rate by
pathologist in the second year of the study. The horizontal
line in the center of the control chart is the group median
diagnostic rate. The dashed (inner control) lines represent the
boundaries of the 95% CI and correspond to P < .05. The solid
(outer control) lines represent the boundaries of the 99.9% CI
and correspond to P < .001. CI indicates confidence interval.

themselves with other institutions and the literature;
thus, diagnostic rate awareness may be a useful start-
ing point for rational discussions about the optimal
pathological classification and a process to get there.

The study was based in one academic medical cen-
ter where a collegial environment and an interest in

Table 4. In Silico Kappas by Yeara

λ Year 1 Year 2

TA λ 0.95 (0.89-0.96) 0.93 (0.86-0.94)

SSA λ 0.52 (0.43-0.58) 0.62 (0.51-0.70)

Abbreviations: SSA, sessile serrated adenoma; TA, tubular adenoma.
aThe table shows the in silico kappa (λ) for both TA and SSA. The numbers in the
brackets represent the 95% confidence interval of the variance due to rate variance
(Vd2RV); this was calculated by the bootstrap method (see SDC Appendix D, available at:
http://links.lww.com/QMH/A51, for details).

Table 5. Normalized In Silico Kappas by Yeara

NISK Year 1 (Vd2RV) Year 2 (Vd2RV)

TA NISK 0.95 (0.89-0.96) 0.93 (0.87-0.94)

SSA NISK 0.54 (0.45-0.60) 0.63 (0.51-0.70)

Abbreviations: NISK, normalized in silico kappa; SSA, sessile serrated adenoma; TA,
tubular adenoma.
aThis tables shows the NISK for both TA and SSA. The numbers in the brackets rep-
resent the 95% confidence interval of the variance due to rate variance (Vd2RV);
this was calculated by the bootstrap method (see SDC Appendix D, available at:
http://links.lww.com/QMH/A51, for details).

quality improvement exist among the pathologists. It
is understood that work of this nature can be done
within the context of a quality review without ethics
approval; however, we believe that without this type of
work being published and generating a dialogue, it will
not happen in many environments due to lack of knowl-
edge. Seen more broadly, it is our belief that publishing
these types of studies is important to earn the trust of
the public.

In conclusion, the process described appears to
be useful for decreasing diagnostic disagreements. It
allows one to assess a whole practice and is suited
to high-volume specimens. As the process is largely
automated, it is an ideal method to carry out statistical
assessment. NGQ/SPC is a tool that can be used
to direct quality improvement. Its wider application
would enhance uniformity and lead to better patient
risk stratification and likely lower costs with better out-
comes. In the modern era of data mining, NGQ carries
with it robust potential for future quality improvement
endeavors.
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