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ABSTRACT

This clinical policy from the American College of Emergency
Physicians is an update of a 2000 clinical policy on the
evaluation and management of patients presenting with
nontraumatic acute abdominal pain.1 A writing subcommittee
reviewed the literature to derive evidence-based recommendations
to help clinicians answer the following critical questions: (1)
Can clinical findings be used to guide decisionmaking in the
risk stratification of patients with possible appendicitis? (2) In
adult patients with suspected acute appendicitis who are
undergoing a computed tomography scan, what is the role of
contrast? (3) In children with suspected acute appendicitis who
undergo diagnostic imaging, what are the roles of computed
tomography and ultrasound in diagnosing acute appendicitis?
Evidence was graded and recommendations were given based on
the strength of the available data in the medical literature.

INTRODUCTION

Abdominal pain is a high-volume, high-risk chief complaint.
In 2005, patients with abdominal pain composed 6.8% of 115
million annual emergency department (ED) visits.” Ten percent
of closed malpractice claims for emergency physicians involve
the missed diagnosis of abdominal pain.> Among children
between 6 and 17 years of age, appendicitis is the second most
common cause of malpractice litigation against emergency
physicians.” The diagnosis of appendicitis can be challenging
even in the most experienced of clinical hands.

Despite the increasing utilization of computed tomography
(CT) in patients with possible appendicitis, such widespread use
may be unnecessary. Clinical indicators (eg, signs, symptoms,
laboratory tests) exist that might identify patients who require
abdominal CT to diagnose acute appendicitis. Such indicators
could facilitate the early identification of ED patients who do
and do not require CT, but are such strategies effective?

Once the decision is made to image, performing a CT may
or may not involve the use of contrast. If contrast is used, does
it increase diagnostic performance in a clinically meaningful
way? In children, some clinicians use ultrasound before or in
lieu of CT to diagnose appendicitis. Although ultrasound does
not involve ionizing radiation or the risks associated with
contrast, the accuracy of either a positive or negative ultrasound
result merits discussion.

Not every patient with possible appendicitis needs
abdominal imaging. Although this clinical policy addresses
diagnostic studies for appendicitis, not all patients with possible
appendicitis require diagnostic tests. For example, patients with
very low clinical suspicion for appendicitis may be discharged
with minimal or no testing. Similarly, patients with high clinical
suspicion for appendicitis may be referred to a surgeon, with
minimal or no testing.” If the clinical presentation warrants, a
surgical consultant should be notified as early as is clinically
warranted.

This clinical policy addresses evidence-based questions
framed around these issues. Rather than approach the topic of

abdominal pain in its entirety, this policy’s scope is limited to 3

questions:
Can clinical findings be used to guide decisionmaking in the
risk stratification of patients with possible appendicitis?

2. In adult patients with suspected acute appendicitis who are
undergoing a CT scan, what is the role of contrast?

3. In children with suspected acute appendicitis who undergo
diagnostic imaging, what are the roles of CT and ultrasound
in diagnosing acute appendicitis?

METHODOLOGY

This clinical policy was created after careful review and
critical analysis of the medical literature. Multiple searches of
MEDLINE and the Cochrane database were performed.
Specific key words/phrases used in the searches are identified
under each critical question. To update the 2000 American
College of Emergency Physicians (ACEP) policy, all searches
were limited to English-language sources, human studies, and to
articles published from January 2000 to March 2007.
Additional articles were reviewed from the bibliography of
articles cited and from published textbooks and review articles.
Subcommittee members supplied articles from their own files,
and more recent articles identified during the process were also
included.

The reasons for developing clinical policies in emergency
medicine and the approaches used in their development have
been enumerated.® This policy is a product of the ACEP clinical
policy development process, including expert review, and is
based on the existing literature; when literature was not
available, consensus of emergency physicians was used. Expert
review comments were received from individual emergency
physicians and from individual members of the American
Academy of Pediatrics, the American College of Radiology, the
Society for Academic Emergency Medicine, the Society for
Pediatric Radiology, ACEP’s Pediatric Emergency Medicine
Section, and ACEP’s Emergency Ultrasound Section. Their
responses were used to further refine and enhance this policy;
however, their responses do not imply endorsement of this
clinical policy. Clinical policies are scheduled for revision every
3 years; however, interim reviews are conducted when
technology or the practice environment changes significantly.

All articles used in the formulation of this clinical policy were
graded by at least 2 subcommittee members for strength of
evidence and classified by the subcommittee members into 3
classes of evidence on the basis of the design of the study, with
design 1 representing the strongest evidence and design 3
representing the weakest evidence for therapeutic, diagnostic,
and prognostic clinical reports, respectively (Appendix A).
Articles were then graded on 6 dimensions thought to be most
relevant to the development of a clinical guideline: blinded
versus nonblinded outcome assessment, blinded or randomized
allocation, direct or indirect outcome measures (reliability and
validity), biases (eg, selection, detection, transfer), external
validity (ie, generalizability), and sufficient sample size. Articles
received a final grade (Class I, II, III) on the basis of a

72 Annals of Emergency Medicine

Volume §5, No. 1 : January 2010



Clinical Policy

predetermined formula, taking into account design and quality
of study (Appendix B). Articles with fatal flaws were given an
“X” grade and not used in formulating recommendations in this
policy. Evidence grading was done with respect to the specific
data being extracted and the specific critical question being
reviewed. Thus, the level of evidence for any one study may vary
according to the question, and it is possible for a single article to
receive different levels of grading as different critical questions
are answered. Question-specific level of evidence grading may be
found in the Evidentiary Table included at the end of this
policy.

Clinical findings and strength of recommendations regarding
patient management were then made according to the following
criteria:

Level A recommendations. Generally accepted principles for
patient management that reflect a high degree of clinical
certainty (ie, based on strength of evidence Class I or
overwhelming evidence from strength of evidence Class II
studies that directly address all of the issues).

Level B recommendations. Recommendations for patient
management that may identify a particular strategy or range of
management strategies that reflect moderate clinical certainty
(ie, based on strength of evidence Class II studies that directly
address the issue, decision analysis that directly addresses the
issue, or strong consensus of strength of evidence Class I11
studies).

Level C recommendations. Other strategies for patient
management that are based on preliminary, inconclusive, or
conflicting evidence, or in the absence of any published
literature, based on panel consensus.

There are certain circumstances in which the
recommendations stemming from a body of evidence should
not be rated as highly as the individual studies on which they
are based. Factors such as heterogeneity of results, uncertainty
about effect magnitude and consequences, strength of prior
beliefs, and publication bias, among others, might lead to such a
downgrading of recommendations.

When possible, clinically oriented statistics (ie, likelihood
ratios, odds ratios, risk ratios, and number needed to treat) will
be presented to help the reader better understand how the
results can be used with the patient and will be given priority
over simple descriptive statistics (eg, sensitivity, specificity, and
predictive values). The former allow the reader to interpret
study results taking into consideration probability of disease.
For a more thorough explanation of these statistical
methodologies, see Appendix C.

This policy is not intended to be a complete manual on the
evaluation and management of patients with nontraumatic
acute abdominal pain but rather a focused examination of
critical issues that have particular relevance to the current
practice of emergency medicine.

It is the goal of the Clinical Policies Committee to
provide an evidence-based recommendation when the
medical literature provides enough quality information to

answer a critical question. When the medical literature does
not contain enough quality information to answer a critical
question, the members of the Clinical Policies Committee
believe that it is equally important to alert emergency
physicians to this fact.

Recommendations offered in this policy are not intended to
represent the only diagnostic and management options that the
emergency physician should consider. ACEP clearly recognizes
the importance of the individual physician’s judgment. Rather,
this guideline defines for the physician those strategies for which
medical literature exists to provide support for answers to the
crucial questions addressed in this policy.

Scope of Application. This guideline is intended for
physicians working in hospital-based EDs.

Inclusion Criteria. This guideline is intended for patients
presenting to the ED with acute, nontraumatic abdominal pain
and possible or suspected appendicitis.

Exclusion Criteria. This guideline is not intended to
address the care of patients with trauma-related abdominal pain,
or pregnant patients.

CRITICAL QUESTIONS

1. Can clinical findings be used to guide decisionmaking
in the risk stratification of patients with possible
appendicitis?

Patient Management Recommendations

Level A recommendations. None specified.

Level B recommendations. In patients with suspected acute
appendicitis, use clinical findings (ie, signs and symptoms) to
risk-stratify patients and guide decisions about further testing
(eg, no further testing, laboratory tests, and/or imaging studies),
and management (eg, discharge, observation, and/or surgical
consultation).

Level C recommendations. None specified.

Key words/phrases for literature searches: appendicitis,
abdominal pain, clinical indicators, clinical predictors,
prediction rule, probability, sensitivity and specificity or
predictive value of tests or ROC curve, diagnosis, differential,
decisionmaking, decision support techniques, diagnostic errors,
missed diagnoses, computed tomography, and variations and
combinations of the key words/phrases.

Whereas the diagnosis of appendicitis is often
straightforward, many patients present with early or atypical
signs and symptoms. Further, laboratory test results may be
normal in the setting of appendicitis. We reviewed the literature
to determine which clinical findings, if any, risk-stratify patients
with suspected appendicitis and suggest the need for either a
radiologic procedure or surgery.

For the purposes of this publication, missed appendicitis is
considered a false-negative clinical evaluation, and the removal of a
normal appendix is considered a false-positive clinical evaluation.
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History and Physical Examination
In a meta-analysis of approximately 4,000 patients (Class II),

right lower quadrant abdominal pain was the most useful
clinical finding in suspected appendicitis (positive likelihood
ratio 95% confidence interval [CI] 7.31 to 8.46 and a negative
likelihood ratio 95% CI 0 to 0.28).” The authors only reported
95% CI because the included studies were heterogeneous.” In a
separate meta-analysis, Andersson® found that pain migration
(positive likelihood ratio 2.06, 95% CI 1.63 to 2.60; and
negative likelihood ratio 0.42, 95% CI 0.40 to 0.69) and pain
progression (positive likelihood ratio 1.39, 95% CI 1.29 to
1.50; and negative likelihood ratio 0.46, 95% CI 0.27 to 0.77)
were less helpful. Two Class III studies found that right lower
quadrant tenderness had positive likelihood ratios of 2.3 and 1.1
and negative likelihood ratios of 0 and 0.1.”'° Rigidity on
abdominal examination carried a positive likelihood ratio of 3.8.
Anorexia, tenderness on rectal examination, guarding, fever, and
percussion tenderness in the right lower quadrant all had
positive likelihood ratios below 2.9.”%

Laboratory Tests
Although the total WBC count is frequently used in the

diagnostic evaluation of acute appendicitis, when used alone it is
not a consistent predictor. Cardall et al'! demonstrated a
positive likelihood ratio for an elevated WBC count (>10,000/
mm?) of 1.59 and a negative likelihood ratio of 0.46. In the
meta-analysis by Andersson,® the positive likelihood ratio of an
elevated WBC count (>>10,000/mm?) for appendicitis was 2.47
(95% CI 2.06 to 2.95) and the negative likelihood ratio was
0.25 (95% CI 0.18 to 0.36). The positive likelihood ratio was
3.47 (95% CI 1.6 to 7.8) in those patients with a WBC count
greater than 15,000/mm?.®

In a Class III study, Kessler et al'* found that an elevated WBC
count (>10,000/mm>) carried a positive likelihood ratio of 2.7 and
a negative likelihood ratio of 0.5. Birchley'” found similar results
when evaluating the WBC count in a small single-surgeon series.

Whereas neither the WBC count nor the C-reactive protein
level consistently diagnoses or excludes appendicitis when used
alone, the combination of C-reactive protein and WBC count is
more helpful.® For a C-reactive protein level of 10 mg/L,
Andersson® identified a positive likelihood ratio of 4.24 (95%
CI 1.16 to 15.53) and a negative likelihood ratio of 0.11 (95%
CI 0.05 to 0.25) for acute appendicitis. However, in this same
meta-analysis, the negative likelihood ratio for the combination
of a WBC count of 10,000/mm? and a C-reactive protein of 8
mg/L was 0.03 (95% CI 0.0 to 0.14). The positive likelihood
ratio for the combination of both of these laboratory results was

23.32 (95% CI 6.87 to 84.79).

The Alvarado Score

Combining various signs and symptoms into a scoring system

may be more useful in predicting the presence or absence of
appendicitis. The Alvarado score, originally described in 1986,
is the most widely reported scoring system for acute
appendicitis'® (Table 1). The score was developed

Table 1. Alvarado score in acute appendicitis.

Value

Symptoms Migration 1
Anorexia-acetone (in the urine) 1
Nausea-vomiting 1

Signs Tenderness in right lower quadrant 2
Rebound pain 1
Elevation of temperature (>37.3°C 1

measured orally)

Laboratory Leukocytosis (>10,000/mm?) 2
Shift to the left (>75% neutrophils) 1

Total score 10

Score

1-4 Appendicitis unlikely

5-6 Appendicitis possible

7-8 Appendicitis probable

9-10 Appendicitis very probable

Adapted from Alvarado A. A practical score for the early diagnosis of acute ap-
pendicitis. Ann Emerg Med. 1986;15:557-564 with permission from Elsevier.

retrospectively from patients hospitalized with suspected
appendicitis. The Alvarado score combines patient symptoms,
physical examination results, and laboratory values to assign a
score from 0 to 10.

Theoretically, higher Alvarado scores are associated with a
higher likelihood of appendicitis and lower scores with a lower
likelihood of appendicitis. Whether the Alvarado score can
reliably predict the need for CT is debatable. In a Class I1I
study, McKay and Shepherd'” reviewed 150 charts to develop
guidelines for CT scanning based on Alvarado scoring. Five
percent of patients with scores of 3 or less had appendicitis,
36% of patients with scores between 4 and 6 had appendicitis,
and 78% of patients with scores of 7 or higher had appendicitis.
The authors concluded that patients with scores of 3 or less
should not have CT (2 patients with appendicitis would have
been missed in their series), those with scores between 4 and 6
should have CT, and those with scores 7 or higher would
benefit from surgical consultation before CT. Chan et al,' in a
Class III study, found that no patients with Alvarado scores
below 5 had appendiciis.

In 2 other studies, a low Alvarado score did not reliably exclude
appendicitis or the need for CT. In a Class III study, Gwynn’
found that 12 (8.4%) of 143 subjects with appendicitis had
Alvarado scores below 5. Patients in extremes of age (60 to 80 and
0 to 10 years of age) were misdiagnosed more frequently. In a small
Class 11 study, Yildirim et al'” found that 72% of patients with
Alvarado scores between 1 and 4 ultimately had appendicitis,
according to CT results and subsequent surgery. The authors
recommended imaging even patients with low Alvarado scores.

Pediatric Considerations

In a Class IT prospective cohort study, Kharbanda et al'®
identified 5 historical, physical examination, and laboratory
findings that are significantly associated with pediatric
appendicitis. The authors used logistic regression to identify
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nausea, a history of focal right lower quadrant pain, difficulty
walking, rebound tenderness, and an absolute neutrophil count
of greater than 6,750/mm? as significantly associated with acute
appendicitis.'"® When these variables were combined into a
scoring system and applied to a validation cohort, the scoring
system resulted in a negative likelihood ratio of 0.058 (95% CI
0.008 t0 0.41).

In a Class I1I study, Wang et al'? evaluated the diagnostic
performance of selected blood tests in children presenting to the
ED with possible appendicitis. The authors defined an elevated
WBC count and a left shift based on age-defined normal values.
For both an elevated WBC count and a left shift, the positive
likelihood ratio was 9.8. For either an elevated WBC count or a
left shift, the negative likelihood ratio was 0.26. In contrast, the
diagnostic performances of an elevated WBC count (positive
likelihood ratio 3.4; negative likelihood ratio 0.41) and a left
shift (positive likelihood ratio 5.9; negative likelihood ratio
0.45) individually were not as strong. The authors of this study
did not disclose a criterion standard for the diagnosis or
exclusion of acute appendicitis.

In a Class III prospective study, van den Broek et al*® found
that temperature greater than 38°C, a WBC count of 10,100/
mm? or greater, and rebound tenderness were significantly
associated with pediatric appendicitis. Using these factors in a
scoring system, they created a prediction rule that resulted in a
1% missed appendicitis rate and a 9% negative appendectomy
rate.

In a retrospective study, Klein et al*! identified guarding and
temperature greater than 38.4°C as predictive of appendicitis in
girls 5 to 12 years of age, and tenderness and vomiting as
predictive in boys 5 to 12 years of age. In boys older than 12
years, guarding and anorexia were predictive of appendicitis. In
contrast to the studies by Kharbanda et al'® and van den Broek
et al,?° Klein et al*! found that adding WBC count to other

clinical factors decreased diagnostic performance.

2. In adult patients with suspected acute appendicitis who
are undergoing a CT scan, what is the role of contrast?

Patient Management Recommendations

Level A recommendations. None specified.

Level B recommendations. In adult patients undergoing a
CT scan for suspected appendicitis, perform abdominal and
pelvic CT scan with or without contrast (intravenous [IV], oral,
or rectal). The addition of IV and oral contrast may increase the
sensitivity of the CT scan for the diagnosis of appendicitis.

Level C recommendations. None specified.

Key words/phrases for literature searches: appendicitis,
computed tomography, contrast, diagnosis, sensitivity,
specificity, and variations and combinations of the key words/
phrases.

Performing abdominal and pelvic CT without enteric or IV
contrast for the evaluation of patients with suspected acute
appendicitis is appealing for its speed and simplicity. Whether
contrast provides a diagnostic advantage has been debated. IV

contrast highlights inflammation in the wall of the appendix
and in the tissue around the appendix.*>*? Enteric contrast
helps differentiate the appendix from surrounding
structures.”**> Enteric and IV contrast may be more helpful in
thin patients with low body mass index who lack sufficient
mesenteric fat to demonstrate periappendiceal fat stranding that
is associated with appendicitis.***® Enteric and IV contrast also
help identify conditions other than acute appendicitis (eg,
diverticulitis, inflammatory bowel disease, cancer).****°

Contrast has disadvantages. Oral contrast requires time to
administer, requires time to transit the bowel, and may be
difficult to tolerate for patients with abdominal pain and
vomiting. Rectal contrast requires less time to administer than
oral contrast but may be uncomfortable and unpleasant. IV
contrast may lead to serious allergic reactions and renal failure.
Contrast also adds to cost.”" Increased sensitivity of newer-
generation multislice CT scanners may improve diagnostic
accuracy, obviating the need for contrast.

Multiple investigators have studied CT of the abdomen and
pelvis for the evaluation of acute appendicitis (Table 2). Most of
these studies evaluate a single CT technique (eg, noncontrast
CT, CT with oral contrast, CT with rectal contrast, CT with IV
contrast, CT with some combination of contrast types). In the
majority of these studies, CT performs reasonably well,
regardless of whether or not contrast is used.?>?*2”>14? When
these studies are compared, it appears that the improvement in
diagnostic accuracy achieved by the addition of IV or enteric
contrast is small.

To determine the utility of oral contrast, Anderson et al*°
performed a systematic review of 23 prospective and
retrospective reports on CT for suspected appendicitis. They
reported the following weighted sensitivities and specificities:
noncontrast CT 93% and 98%, CT with oral and IV contrast
93% and 93%, and CT with rectal contrast 97% and 97%. The
authors concluded that oral contrast does not improve the
accuracy of CT for the diagnosis of acute appendicitis.

The majority of publications concerning CT for the
evaluation of acute appendicitis report on a single CT
technique. Comparing the available studies of individual CT
techniques is problematic. Study design varies significantly
among the articles: setting (university versus community), study
population (radiology series versus surgical series versus ED
population), level of radiologist training and experience,
inclusion criteria (all patients with suspected appendicitis versus
those with equivocal presentations), CT slice type (helical versus
conventional) and slice thickness (range 2.5 mm to 10 mm),
enteric contrast protocol (type of oral contrast: barium,
meglumine diatrizoate, diatrizoate sodium, or meglumine
ioxitalamate), and contrast transit time (oral contrast transit
times ranged from 40 minutes to longer than 2 hours).

To determine which CT technique is superior, CT
techniques should be compared in a prospective, randomized
trial. Only 3 studies have compared CT techniques head to
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Table 2. Diagnostic accuracy of CT for diagnosing acute appendicitis in adults.

CT Technique Study No. Pts. Prevalence % Positive LR Negative LR Sensitivity % Specificity % Class
No contrast Lane et al®’ 109 38 30 0.10 20 97 I
in't Hof et al®® 103 85 Undefined 0.05 95 100 |
Lane et al®* 300 38 96 0.04 96 99 |
Ege et al®® 296 36 48 0.04 96 98 1]
Malone et al®* 211 36 29 0.13 87 97 I
Hershko et al®2* 70 41 6.4 0.12 90 86 1l
Cakirer et al®® 130 72 12 0.05 95 92 I
Horton et al®® 49 76 Undefined 0.03 97 100 I
Tamburrini et al23T 404 20 22 0.10 90 96 1l
D’lppolito et al*® 52 85 Undefined 0.09 91 100 1
Morris et al*® 129 30 9.8 0.13 88 91 Il
Oral and IV Jacobs et al??* 210 22 18 0.10 91 95 I
contrast Hershko et al®2* 84 51 9 0 100 89 I
Balthazar et al®” 100 64 5.8 0.02 98 83 1l
Hershko et al®® 198 38 11 0.10 91 92 I
Kamel et al®® 100 24 Undefined 0.40 96 100 1]
Schuler et al*® 97 52 49 0.02 98 98 1l
Ujiki et also* 110 25 8.2 0.11 90 89 1l
Rectal Rao et al** 100 53 49 0.02 98 98 |
contrast Hershko et al32* 78 50 19 0.07 93 95 I
Pickuth and 120 78 8.6 0.06 95 89 1]
Spielmann®?
Walker et al*3" 65 54 Undefined 0.06 94 100 I
Wong et al** 50 74 12 0.05 95 92 I
Mittal et al®** 39 92 Undefined 0.12 88 100 1l
Oral contrast Jacobs et al??* 210 22 13 0.26 76 94 I
Wijetunga et al®® 100 30 31 0.07 93 97 |
Rectal, oral, Mittal et al®1* 52 85 6.9 0.04 97 86 n
and IV
contrast
Rectal and IV Naffaa et al*” 75 47 .10 0 100 90 I
contrast
Rectal+ /-oral Funaki et al®* 100 30 16 0.03 97 94 I
contrast
Oral and rectal Rao et al*® 100 56 20 0 100 95 |
contrast
IV contrast Mun et al*® 173 32 33 0 100 97 1l

Pts, patients; LR, likelihood ratio.

*Article appears in chart more than once because 2 or more techniques were studied.

TAnalysis does not include inconclusive results.

head.??3%5! Two of these 3 studies suggest that the addition of

contrast does improve the diagnostic performance of CT.**??

CT With Oral and IV Contrast Versus CT With Rectal
Contrast Versus Noncontrast CT

Hershko et al** published the only prospective
randomized study comparing 3 different contrast protocols.
CT with oral and IV contrast, and CT with rectal contrast
were each more accurate than CT without contrast; CT with
oral and IV contrast was more sensitive than CT with rectal

contrast; CT with oral and IV contrast showed a trend
toward increased sensitivity over CT without contrast. In
this Class IT study, Hershko et al>* randomized 232
consecutive patients with suspected appendicitis to one of 3
protocols: 70 patients had CT without contrast, 78 patients
had CT with rectal contrast, and 84 patients had CT with
oral and IV contrast. CT with rectal contrast and CT with
oral and IV contrast were both more accurate than CT
without contrast: 94%, 94%, and 70%, respectively
(P<0.05). CT with oral and IV contrast was more sensitive
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Table 3. Diagnostic accuracy of ultrasound in diagnosing acute appendicitis in children.

Disease
Reference No. Subjects Prevalence, % Positive LR Negative LR Sensitivity, % Specificity, % Class
Baldisserotto and 425 47 49.5 0.01 99 (95% ClI 98 (95% Cl Il
Marchiori®® 97-100) 97-99)
Kaiser et al®® 283 41 17.2 0.14 86 95 I
Chang et al®’ 40 75 8.7 0.14 87 920 Il
Dilley et al®® 587 86 17.8 0.12 89 95 1
Lowe et al®® 76 33 8.3 0 100 88 1
Sivit et al®® 315 26 11.1 0.2 78 93 Il
Teo et al®t 129 22 31 0.07 93 97 1
Ranges 40-587 subjects 22-86 8.3-49.5 0-0.2 78-100 88-98 -1

than CT with rectal contrast, 100% (negative likelihood
ratio 0) versus 93% (negative likelihood ratio 0.07)
(P£<<0.05). CT with oral and IV contrast was observed to
differ from CT without contrast with sensitivities of 100%
(negative likelihood ratio 0) versus 90% (negative likelihood
ratio 0.12), respectively; however, this difference did not
achieve statistical significance.

CT With Oral Contrast Versus CT With Oral and IV Contrast

In a Class I study, Jacobs et al** prospectively compared 2
different contrast protocols and concluded that IV contrast
improved the sensitivity of CT. In a case-crossover-design trial that
included 210 subjects, each patient had focused appendiceal CT
with only oral contrast, followed by nonfocused abdomen and
pelvis CT with oral and IV contrast. The sensitivity of the
nonfocused abdomen and pelvis CT with oral and IV contrast was
91% (negative likelihood ratio 0.1), whereas the sensitivity of the
focused appendiceal CT with oral contrast was 76% (negative
likelihood ratio 0.26). The authors attributed the higher sensitivity
of the nonfocused abdomen and pelvis CT to the use of IV
contrast; they believed that IV contrast improved the ability of the
radiologist to identify an inflamed appendix.

CT With Oral, Rectal, and IV Contrast Versus CT With Rectal
Contrast

In a Class III study, Mittal et al’" compared the accuracy of
2 contrast protocols. The authors prospectively compared CT of
the abdomen and pelvis with oral, rectal, and IV contrast to
focused CT of the lower abdomen and pelvis with rectal
contrast only. They found that CT with oral, rectal, and IV
contrast had a sensitivity of 97% and specificity of 86%
(negative likelihood ratio 0.04 and positive likelihood ratio 6.9),
whereas CT with rectal contrast had a sensitivity of only 88%
and a specificity of 100% (negative likelihood ratio 0.12 and an
undefined positive likelihood ratio). The authors did not report
whether these differences were statistically significant.

Inconclusive Results and Noncontrast CT

Noncontrast CT may produce inconclusive results. In the
previously described study by Hershko et al,®* 14 (20%) of 70
patients in the CT without contrast group had inconclusive CT
results. Nine (13%) patients had repeat CT's with oral and IV

contrast. In a Class I1I study, Tamburrini et al* reported a CT
protocol with selective use of contrast. Patients with suspected
appendicitis were first evaluated with noncontrast CT of the
abdomen and pelvis. Patients with inconclusive results were
rescanned with contrast, the type of contrast determined on a
case-by-case basis by the interpreting radiologist. The authors
performed a retrospective review of 536 patients undergoing
this protocol. Noncontrast CT was conclusive in 404 (75%)
patients and inconclusive in 132 (25%). Repeat CT was
performed with some type of contrast in 126 (24%) patients.

3. In children with suspected acute appendicitis who
undergo diagnostic imaging, what are the roles of CT and
ultrasound in diagnosing acute appendicitis?

Patient Management Recommendations

Level A recommendations. None specified.

Level B recommendations.

1. In children, use ultrasound to confirm acute appendicitis
but not to definitively exclude acute appendicitis.

2. In children, use an abdominal and pelvic CT to confirm or
exclude acute appendicitis.

Level C recommendations. Given the concern over
exposing children to ionizing radiation, consider using
ultrasound as the initial imaging modality. In cases in which the
diagnosis remains uncertain after ultrasound, CT may be
performed.

Key words/phrases for literature searches: children,
appendicitis, computed tomography, ultrasound, radiation,
diagnosis, abdominal pain, sensitivity, specificity, and variations
and combinations of the key words/phrases.

The diagnosis of acute appendicitis is challenging in the
pediatric population, particularly among infants and toddlers.
Missed or delayed diagnosis may result in perforation.
Perforation rates for the pediatric population range from 17%
to 57%,* which may cause longer hospital stays, bowel
obstruction, and sepsis.”>>*

CT has been advocated because it is an accurate diagnostic
modality. However, CT is expensive and often requires contrast.
CT also exposes the patient to ionizing radiation. Ultrasound
has been advocated because it is fast, well tolerated, and safe.
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Table 4. Diagnostic accuracy of CT in diagnosing acute appendicitis in children.

No. Disease
Reference Subjects Prevalence, % Contrast Type Positive LR Negative LR  Sensitivity, % Specificity, % Class
Lowe et al®® 72 33 None Undefined 0.03 97 100 I
Kaiser et al®? 306 42 Either no contrast or No contrast: 6.6; No contrast: No contrast: No contrast: 1]
just IV contrast IV contrast: 16 0.38; 66; 90;
IV contrast: IV contrast: IV contrast:
0.04 96 94
Sivit et al®® 153 26 IVin 145/153 (95%), 13.6 0.05 95 93 I}
and oral or rectal
in 151/153 (99%)
Acosta et al®® 94 16 Rectal (alone) 50 0 100 (95% CI 98 (95% ClI I}
66-100) 88-100)
Hoecker and 112 38 None 14.7 0.13 88 (95% CI 94 (95% ClI I}
Billman®* 76-95) 95-98)
Mullins et al®® 199 33 Rectal (alone) 97 0.03 97 99 ]
Kharbanda et 416 40 Either IV alone or IV IV alone: 11.6; IV IV alone: IV alone: IV alone: 1l
al®® and rectal and rectal: 7.1 0.08; IV 93 (95% ClI 92 (95% ClI
and rectal: 84-97); IV 85-96); IV
0.09 and rectal: and rectal:
92 (95% ClI 87 (95% CI
85-97) 79-92)
Ranges 72-416 16-42 No contrast: 6.6- No contrast: No contrast: No contrast: -
undefined; 0.03-0.38; 66-97; 90-100;
rectal contrast: rectal rectal rectal
50-97; IV contrast: contrast: contrast:
contrast: 11.6- 0-0.03; IV 97-100; IV 98-99; IV
16; IV and contrast: contrast: contrast:
rectal contrast: 0.04-0.08; 93-96; IV 92-94; IV
7.1; all results: IV and and rectal and rectal
6.6-undefined rectal contrast: contrast:
contrast: 92; all 87; all
0.09; all results: results:
results: 66-100 87-100
0-0.38

Diagnostic Accuracy of Ultrasound

Ultrasound may be used to evaluate children for appendicitis
and does not involve ionizing radiation exposure. Diagnostic
criteria for appendicitis are an appendix greater than 6 mm in
diameter, a noncompressible appendix, and appendiceal
tenderness. However, the appendix may be obscured (by bowel
gas) or difficult to find (eg, retrocecal position). The 7 studies
that evaluate the diagnostic accuracy of ultrasound in pediatric
appendicitis (Table 3) support the idea that ultrasound is better
at positively identifying appendicitis than excluding it with a
negative or equivocal result.”>®" For example, although 3 of the
7 studies listed in Table 3 report negative likelihood ratios for
ultrasound less than 0.1,>>°%°! 5 of these 7 studies report
positive likelihood ratios greater than 10.>>°8:60:61

There are no Class I studies evaluating ultrasound for
acute appendicitis in children. There are 2 Class II studies
evaluating ultrasound in pediatric appendicitis.”>>® Both
studies are prospective evaluations that report positive
likelihood ratios from 17.2 to 49.5 and negative likelihood
ratios from 0.01 to 0.14. Baldisserotto and Marchiori’” was
limited by lack of operator (ie, radiologist) blinding. Also,

the ultrasound technique used by Baldisserotto and

Marchiori’® did not assess compressibility of the appendix (a
diagnostic criterion in most studies). In the study by Kaiser
et al,”® ultrasound results were interpreted by pediatric
surgeons and surgical residents, not radiologists. This limited
the study’s generalizability.

Of the 5 Class III ultrasound studies, 3 are prospective
and 2 are retrospective.”®>? These Class III studies report
positive likelihood ratios from 8.3 to 31 and negative
likelihood ratios from 0 to 0.2. Of these prospective Class III
studies, the study by Chang et al®” had a small sample size
(40 subjects). Two of the studies did not adequately identify
or describe the outpatient follow-up of subjects with negative
study results.°”°! The ultrasound outcomes from the study
by Lowe et al’® were taken from the retrospective control
arm of a prospective study. Lowe et al>® also did not describe
the duration of outpatient follow-up of subjects with
negative study results, and their study had a relatively small
sample size (76 subjects). Dilley et al’® did not describe a
criterion standard for outpatient follow-up of negative
ultrasound results.

57,60,61
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Diagnostic Accuracy of Abdominal and Pelvic CT
According to Class II and III evidence, CT is better than
ultrasound at confirming and excluding appendicitis. Seven

studies evaluated abdominal CT in diagnosing pediatric
appendicitis®>*®¢>%¢ (Table 4). Of the 7 studies that
evaluated CT for pediatric appendicitis, all study arms that
involved the use of some type of contrast reported negative
likelihood ratios less than 0.1, and all but one study66
involving some type of contrast reported positive likelihood
ratios greater than 10. All studies except one®® reported
specificities of 90% or greater. Specifically, 2 Class I1I studies
of rectal contrast only reported positive likelihood ratios
from 50 to 97 and negative likelihood ratios from 0 to 0.03

for acute appendicitis.®>®

C
59:60,62.63 31 3 were

Four of these studies were prospective
retrospective.*>>® Limitations of the articles by Lowe et al*’
and Sivit et al® are discussed under the ultrasound section. CT
outcomes from the study by Lowe et al>” were graded as Class I
because the data were collected prospectively.

The Class IT 2004 study by Kaiser et al®* was based on CT
scans from their 2002 study. These scans were reread by 3
radiologists who were blinded to patient outcomes and
compared with outcomes from the 2002 study. The prospective
study by Acosta et al®® was limited by sample size (43 children
included in outcomes calculations), generalizability (excluded
children younger than 6 years), and potential bias (CT scans
read by 1 radiologist). In 2007, Kharbanda et al®®
retrospectively studied 416 children who received a CT with
cither IV or IV and rectal contrast. Although Kharbanda et al*®
collected data retrospectively, the study was designed to occur
throughout 2 consecutive study periods, during which children
received one of the 2 CT techniques. In the study by Hoecker
and Billman,** which was retrospective, 15 of 112 children were
lost to follow-up. Mullins et al®> conducted a retrospective
study that had possible selection bias; children chosen for study
may have been more clinically straightforward.

We found no prospective, randomized comparisons of
ultrasound and CT for pediatric appendicitis. Three studies
attempted to compare CT and ultrasound.’®>*° The Sivit et
al® study was not randomized, Lowe et al>® used a historical

control group, and Kaiser et al*® compared CT with ultrasound

followed by CT.

The value of using CT with oral and IV contrast to diagnose
appendicitis in children remains unclear. We found no direct
evaluation of the diagnostic performance of oral and IV contrast
alone for appendicitis in children. Nevertheless, some clinicians
use oral and IV contrast to diagnose pediatric appendicitis
according to the adult literature (discussed under critical
question 2 about the role of contrast in CT for acute
appendicitis in adults). Most children are smaller than adults
and may have different peritoneal fat distributions. The
question of whether or not adult outcomes (for CT in
appendicitis) can be applied to children of all ages and sizes
remains unanswered.

Ionizing Radiation and CT

There are no prospective studies that prove a link between
CT and cancer in children. However, 2 Class III unstructured
reviews argue that, because ionizing radiation at high doses (eg,

atomic bomb) is associated with cancer, and this high-dose risk
may proceed in a predictable fashion with dose, there may be a
similar but small risk to children receiving diagnostic radiologic
procedures (eg, CT).6768

Another Class III article develops the argument supporting
the risk of ionizing radiation from CT in a slightly different
way.®” Brenner and Hall®® first present data that about 30% of
patients who receive an abdominal and pelvic CT also receive at
least 3 such CT scans in the course of their care. The authors
then present data that atomic bomb survivors who received 50
to 150 mSv* of radiation had a small increase in cancer risk.
Two to 3 abdominal/pelvic CT scans expose patients to a level
of millisieverts similar to that of some atomic bomb survivors
who developed cancer. Extrapolating backwards, the authors
estimate the lifetime attributable risk of all cancers from 1
abdominal and pelvic CT to be 0.14% in neonates and
approximately 0.06% in adults. Children have a higher risk of
developing cancer after radiation exposure because they have
more years to develop those cancers and are more radiosensitive
(children have more actively dividing cells than adults).

In an effort to limit ionizing radiation exposure, some centers
are using a staged approach by initially using ultrasound, and
then using CT either to confirm or exclude the diagnosis in
selected cases.”””" At this writing, this strategy has not been
definitively validated in prospective studies.

Future Areas of Research
The following are suggestions for future research:

1. A prospective comparison of CT with no contrast, IV
contrast alone, and oral and IV contrast (for appendicitis),
using the newest CT technology. This study could be done
in both adult and pediatric populations.

2. An analysis of a Bayesian approach using ultrasound to
diagnose appendicitis in children. For example, in a child
with low pretest clinical suspicion of appendicitis, does a
negative or nondiagnostic ultrasound result suffice to
exclude the diagnosis?

3. An analysis of clinical factors using recursive partitioning to
determine whether combinations of history, physical
examination, and laboratory results can help diagnose or
exclude appendicitis. For example, does a negative WBC
count and C-reactive protein result, combined with other
clinical factors, exclude acute appendicitis?

4. Research protocols that focus on techniques for limiting
ionizing radiation exposure from CT used to diagnose
appendicitis.

5. A study of the role of MRI in diagnosing appendicitis.

*Millisieverts are the measure of radiation dose to organs, and this
measurement is generally used in risk assessments of radiation.
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Relevant industry relationships of subcommittee
members: There were no relevant industry relationships
disclosed by the subcommittee members.

Relevant industry relationships are those relationships
with companies associated with products or services that
significantly impact the specific aspect of disease addressed
in the critical question.
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Evidentiary Table.
Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Bundy etal® | 2007 | Rational Evidence-based Appendicitis A thorough listing of No major limitations 111
clinical approach to the question diagnostic performance
examination “Does this child have outcomes (for appendicitis)
appendicitis?” for history, physical
examination, and selected
diagnostic studies
Wagner et 1996 | Meta-analysis | Various signs, Appendicitis at surgery or | More than 4,000 patients in | Not all of the studies that I
al’ of 10 articles | symptoms, and utility of | follow-up the analysis; right lower were reviewed looked at

with enough
information to
calculate
likelihood
ratios

laboratory tests in the
diagnosis of appendicitis

quadrant pain sensitivity
0.81 but specificity of 0.53;
positive likelihood ratio:
7.3-8.5; negative likelihood
ratio: 0-0.28; next most
useful sign was rigidity
(positive likelihood ratio
3.76) and migration of the
pain (positive likelihood
ratio 3.18); no finding, or
lack of finding, on
examination definitely rules
in appendicitis

all of the signs and
symptoms
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Andersson® | 2004 | Meta- 24 studies compared Surgery or observation Average prevalence of Admitted patients only; II
analysis; appendicitis in studies: variable diagnostic
mostly 60%; negative criteria for appendicitis
prospective appendectomy range 5.2%
studies to 42.2% (median 20.1%);

variables with highest
predictive value: migration
of pain, rebound/guarding,
C-reactive protein with
elevated temperature,
increased WBC count,
neutrophils; appendicitis
unlikely when all
inflammatory variables were
negative
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Gwynn’ 2001 Retrospective | Evaluated the Alvarado | Appendicitis at surgery 215 patients, 163 had Retrospective review; 11
review of score as a diagnostic test appendectomy; 143 true exclusions not recorded;
patients compared with the positives (88%); CT yielded | decision to obtain CT
presenting effectiveness of CT in correct diagnosis in 201 not clear
with evaluating appendicitis patients (93.4%); Alvarado
abdominal score of 5 or greater
pain who had considered positive for
abdominal CT appendicitis with sensitivity
completed of 91.6, specificity of 8§4.7;
increase in sensitivity to
98.3, specificity 95.5 using
clinical assessment with CT;
Alvarado score 10 had
positive likelihood ratio 12;
AUC for Alvarado score
was (.94; elderly and young
patients most likely to be
misdiagnosed
Tzanakis et | 2005 | Observational | Score developed for Surgery or follow-up if 303 patients admitted; 4 Follow-up not specified; 111
& study; 1 predicting presence of discharged independent predictors imaging modality

internal study
for
development
and 1 for
validation

appendicitis; tested in
validation study

found and points given for
positive predictor: US for
appendicitis (6), right lower
quadrant tenderness (4),
rebound tenderness (3),
elevated WBC count (2); in
external study of 201
patients, a cutoff of >8
points predicted appendicitis
better than existing scores;
96.8% with scores between
8 and 15 had appendicitis

included; unlike other
scoring systems; high
diagnostic accuracy of
US (90%)—others
reported do not usually
match this
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Cardall et 2004 | Consecutive WBC count obtained in | Appendicitis at surgery or | Prevalence of appendicitis Laboratory examination I
al"! patients subset of 274 patients 2-wk telephone follow- 31%,; sensitivity of obtained at discretion of
prospectively | (90%) of total up increased WBC count in ED physician, missed
enrolled with | CT in 80.5% patients with appendicitis 10%; possible bias,
primary was 76% (95% CI 65% to likelihood ratio
diagnosis 84%) and specificity 52% calculated from a
consideration (95% CI 45% to 60%), continuous variable;
of positive likelihood ratio clinicians not blinded to
appendicitis 1.59, negative likelihood results
using ratio 0.46; positive
management likelihood ratio for
guideline with increased temperature 1.3,
WBC count and negative likelihood ratio
and CT 0.82; neither test is
particularly useful in
indicating appendicitis in
group of those with
suspected appendicitis
Kessler et 2004 | Prospective Patients received Appendicitis at surgery, 125 patients with suspected | US was imaging 111
al'? evaluation of | abdominal US and WBC | or 6 mo follow-up for appendicitis, 46% modality, not CT;
consecutive count and C-reactive patients without surgery; | prevalence; WBC count not generalizable: only
patients protein assay no patients lost to follow- | positive sensitivity 77%, experienced radiologist
suspected at up specificity 63%; C-reactive | in gastrointestinal
clinical protein positive: sensitivity | radiology did the study
examination 60%, specificity 68%:; both
of having WBC count and C-reactive
appendicitis protein positive: sensitivity

47%, specificity 84%;
authors do not recommend
laboratory tests as part of
algorithm to restrict imaging

£orjo rearurd



auIpajy Lusdowy Jo speuuy  9g

1 "ON S§ awmjoA

orot Arenue[ :

Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Birchley" 2006 | Single- Surgery, laboratory Comparing total WBC 22% negative laparotomy Many patients did not I11
surgeon examination pre- count and C-reactive rate; positive likelihood have blood for
retrospective | operative protein in patients with or | ratio for increased WBC laboratory tests drawn
review of the without acute appendicitis | count: 2.34, negative (13%); small series
data of his at surgery likelihood ratio: 0.33; C-
patients that reactive protein: positive
were operated likelihood ratio: 1.34,
on for negative likelihood ratio:
suspected 0.55; probability of normal
appendicitis appendix, given normal test
result (WBC) count is 48%;
combining WBC count with
C-reactive protein brings
probability to 71% if
normal, positive likelihood
ratio 2.10, negative
likelihood ratio 0.12
Alvarado™ 1986 | Retrospective | Patients hospitalized for | Appendicitis at surgery or | 305 patients, 28 excluded; Retrospective; patients I
review possible appendicitis, observation prevalence of appendicitis all admitted with

observation or surgery

in remaining patients 81%;
11% negative
appendectomy rate;
diagnostic indicators: right
lower quadrant pain and
leukocytosis most reliable
signs; specificity relatively
low on all signs

suspected appendicitis;
very high prevalence of
the disease—any sign or
symptom associated with
positive disease; bias
introduced; follow-up of
nonsurgical patients not
defined; not all patients
had all tests
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
McKay and | 2007 | Retrospective | Patients received CT by | Pathology at surgery or 150 charts reviewed; Retrospective review of 111
Shepherd" review ED physicians for clinical follow-up Alvarado score 3 or less the records; small
of patients suspected appendicitis, sensitivity for not having sample size;
receiving CT | then Alvarado score appendicitis 96% (53/55); not all received criterion
examinations | calculated Alvarado score 7 or greater, | standard
retrospectively sensitivity 77% (28/36),
specificity 100% (8/8);
equivocal score: 4-6 had
sensitivity 35.6% (21/59),
and specificity 94% for
appendicitis; sensitivity of
CT in those with equivocal
scores was 90.4% and 95%,
respectively
Chanetal® | 2003 | Prospective Patients had Alvarado Pathology at surgery or 175 patients, 15.7% Decision to admit I

evaluation of
patients with
suspected
appendicitis

score calculated and
compared to surgical
results or clinical
follow-up in clinic

clinic follow-up

negative appendectomy rate;
patients with Alvarado score
of 4 or less: none with acute
appendicitis; 10/14 patients
with score 9 had
appendicitis; 15/22 with
score of 8 had appendicitis

independent of score,
admission criteria not
specified; small numbers
at each of the Alvarado
scores
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard

Yildirimet | 2008 | Retrospective | CT and Alvarado score | Pathology at surgery 143 patients, 13 (9%) Retrospective; 111
al’ review of completed on each negative appendicitis at small number of

consecutive patient surgery; 3 groups by patients; very high

patients with Alvarado score: group 1: incidence of appendicitis

abdominal score 1-4, group 2: score 5- | in group with low

pain 7, and group 3: score 8-10; | Alvarado score—unlike

72.2% of group 1 had
appendicitis, group 2: 84%
had appendicitis, group 3:
93% had appendicitis;
sensitivity and specificity of
CT was 96.1 and 66.6
respectively; results in
patients presenting with less
than 12 h of pain not
different from those of
others presenting later

other studies; very high
prevalence of
appendicitis in the entire
study (about 80%)
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Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
2005 | Prospective 24 demographic, Presence of appendicitis Derivation, logistic Patients identified as low I1
cohort study; | historical, physical (by pathology, written regression identified: risk by either prediction
included examination variables; postoperative diagnosis nausea, history of focal right | model should be
children aged | data collection for perforation, telephone | lower quadrant pain, considered for
3-18 y and instrument completed follow-up in 2-4 wks if | difficulty walking, rebound | observation instead of
underwent before imaging, no surgery done); tenderness and absolute imaging; data collection
surgical independent of surgical f testing to identify neutrophil count >6.75x103 | instrument “inherently
consultation evaluation; patient predictors for uL; score of 5 or less subjective”; did not
for possible record abstracted for appendicitis, as well as identified 108 patients, 106 | calculate k values;
appendicitis WBC count, percentage | univariate recursive if these did not have surgical consultation
(as per of neutrophils, absolute | partitioning for appendicitis—sensitivity thresholds vary by
hospital neutrophil count, continuous variables; 98.7% (95% CI 95.5%- institution; derivation
guidelines, all | radiology, and logistic regression and 99%), NPV 98.1% (95% CI | and validation in single
patients pathology reports recursive portioning used | 93.5%-99.7%); validation: center
suspected of to create clinical decision | sensitivity 96.3% (95% CI
having rule; validation of same 87.5%-99%); NPV 95.6%
appendicitis with cohort just after (95% CI 90.8%-99%);
must see a initial enrollment, same recursive partitioning,
surgeon hospital derivation: absolute
before neutrophil count >6.75,
imaging nausea/emesis/anorexia,
ordered); maximal tenderness in right
excluded: lower quadrant; sensitivity
pregnancy, 100% (95% CI 97.7%-
previous 100%), NPV 100% (95% CI
abdominal 96.0%-100%); validation:
surgery, sensitivity 98.1% (95% CI
chronic 90.1%-99.9%), NPV 97.5%
medical (95% CI 86.8%-99.9%)
conditions,
radiologic
studies in
previous 2
wks; total:

601 patients
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Wang et al”” | 2007 | Retrospective Evaluated diagnostic Outcome: acute 104 children studied; Criterion standard not I1I
study (data performance of various | appendicitis; disease prevalence: 10.2%; stated; did not account
collected blood tests (eg, WBC criterion standard: high WBC count and left shift: for dropouts and
prospectively count, left shift) not stated under sensitivity 59% and specificity CrOSSOVers; poor
and some data methods 94%; LR+ for high WBC count generalizability
collected and left shift: 9.8, LR- 0.44; for
retrospectively) either elevated WBC count or left
shift, sensitivity 79%, specificity
0%, LR+ 3.9 and LR- 0.26
van den 2004 | Prospective Demographics, history | Appendicitis—based | Temperature 38°C or greater Temperature, WBC I
Brocek et al* data collection, | and physical findings, on observation, (P <0.024), WBC count count, and rebound
retrospective and laboratory findings | laparoscopy, or open | 10,100/mm? or greater (P<0.001), | tenderness raise clinical
validation of recorded with goal of appendectomy; CT and rebound tenderness suspicion for
scoring tool; creating a and US imaging (P<0.001) predictive of appendicitis; difficult to
children scoring/prediction tool; | were not used; appendicitis; each of these given | generalize because
referred to patients classified as (externally validated | score by logistic regression, 1,2, | patients referred for
hospital by unlikely, doubtful, or with patients from 2, respectively; OR of score in possible appendicitis by
general highly suspected of another abdominal groups: 1 (2.4); 2 (3.2); in general practitioner

suspected

practitioner for

appendicitis; 2
groups during 2
time periods

having appendicitis
based on above by
physicians, and then
got observation,
laparoscopy, or open
appendectomy,
respectively

pain study who did
have US)

validation gives missed
appendectomy rate 1%, negative
appendectomy rate of 9%

impression likely already
have high pretest
probability;

useful to rule in, not
rule out, negative
appendectomy rates not
improved using the
scoring system

£orjog eorurd



I "ON ‘S§ awmjo A\

orot Arenue[ :

16 PuIpajy Aousdowy fo speuuy

Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Klein et al*' | 2001 | Retrospective Charts reviewed for Presence of Recursive partitioning identified: | History and physical 11
review, all history, physical, appendicitis; girls 5-12 y, guarding and examination alone have
patients to laboratory, and recursive temperature above 38.4°C; boys | high predictive accuracy
pediatric radiologic findings partitioning and 5-12 y, tenderness and vomiting; | and NPV, these were

hospital with
abdominal pain
over 3 mos;
review done
within 72 h,
follow-up done
at 2 wks

logistic regression
models done to
assess diagnostic
probability

boys >12 y, guarding,

anorexia; binary logistic
regression: history and physical
examination (only) had predictive
accuracy 94.4%, PPV 19%, NPV
99.2% (important variables:
guarding, tenderness, vomiting,
anorexia, temperature); history
and physical examination with
WBC count had predictive
accuracy 89.1%, PPV 18%, NPV
98.8% (important variables:
guarding, WBC count,
tenderness, anorexia)

less when WBC count
included; pediatrics
only, retrospective,
telephone follow-up;
could test decision
analysis on a different
population
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/| Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Jacobs et 2001 | Prospective Comparison between Detection of acute 228 patients enrolled, 18 3 radiologists with 20 y, I
al* focused appendix CT appendicitis on CT lost to follow-up; 51 (22%) | 3y, and 1 mo of
with oral contrast, criterion standard: confirmed appendicitis; experience as attending
without IV contrast, pathologic findings at focused CT without IV participated in the study
and nonfocused surgery or clinical follow- | contrast results: sensitivity:
abdomen/pelvis CT up (reported but details 76%, specificity: 94%;
with oral and IV not specified) nonfocused CT with IV
contrast for the contrast results: sensitivity:
diagnosis of acute 91%, specificity: 95%;
appendicitis; all nonfocused CT with IV
patients enrolled had contrast more accurate than
both types of CT focused CT without I'V
scan; population: ED contrast
patients; aged 13-87
y
Tamburrini | 2007 | Retrospective Protocol used at 1 Detection of acute 536 consecutive patients; Referral population not 111
etal” Italian institution appendicitis on CT; noncontrast CT conclusive | specified (ED, surgery
reviewed; patients criterion standard: in 404, inconclusive in 132 | service, outpatient);
with suspected pathologic findings at (25%); 126 (24%) patients contrast protocol not

appendicitis first
evaluated with
noncontrast CT;
patients with
inconclusive results
had CT with contrast
(oral, rectal and/or
IV); population:
patients with
uncertainty for
appendicitis;

aged 18-86y; 316
female; 220 male

surgery or clinical follow-
up at 4 wks

had repeat CT with some

type of contrast; CT results:

sensitivity: noncontrast CT
90%, CT with contrast
96%, all CT 91%;
specificity: noncontrast CT
96%, CT with contrast
92%, all CT 95%

standardized; contrast
type at the discretion of
the radiologist; patients
therefore received a
heterogeneous
assortment of contrast
cocktails; inconclusive
CTs reviewed by
abdominal radiologist
who found 85 (16%)
truly nondiagnostic;

it is concerning that 24%
of patients received 2 CT
scans
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Funaki et 1998 | Prospective Helical CT, focused Detection of acute 100 consecutive patients Community hospital I
al™ appendiceal, appendicitis on CT; included; 30 (30%) patients | setting; no
rectal or rectal+oral criterion standard: had confirmed appendicitis; | inclusion/exclusion
contrast; population: pathologic findings at CT results: 29 true-positive, | criteria reported;
ED patients with surgery or clinical follow- | 4 false-positive, 66 true- included children;
uncertainty for up for 2 mo negative, | false-negative; many more females than
appendicitis referred for sensitivity: 97%; males enrolled;
CT; aged 6-71 y; specificity: 94%; patients did not all
63 females; 37 males alternate diagnosis provided | receive the same type of
in 36 (54%) contrast (some received
rectal only, others oral
and rectal)
Giuliano et | 2005 | Prospective Helical CT, pelvis, Identification of appendix | 525 patients studied; 79 Study done to evaluate I
al® oral and IV contrast; on CT; criterion standard: | patients did not have a effectiveness of new oral
study to evaluate the surgery or clinical follow- | normal appendix identified | contrast agent in
efficacy of a new oral up on CT; 21 (4%) had identifying the appendix;
contrast agent in focused findings consistent with however, not compared
helical CT of the pelvis appendicitis; all 21 with control or standard
for identification of the confirmed appendicitis at oral agent; not as useful
appendix; population: surgery; CT for detection of | for appendicitis question
outpatients; aged 8-68 y; appendicitis: because of low rate of
367 females; sensitivity: 100%; acute appendicitis and
158 males specificity: 99% outpatient setting
Ege et al® 2002 | Retrospective | Helical CT, pelvis, no Detection of acute 296 patients had CT; No comment if patients I1
case series contrast; population: appendicitis on CT; 123 patients had surgery; were consecutive;
surgical service patients | criterion standard: 108 (36%) confirmed authors comment that of

with uncertainty for
appendicitis;

aged 16-69 y; 109
females;

187 males

pathologic findings at
surgery or clinical follow-
up for up to 3 mos

appendicitis; CT results:
104 true-positive, 3 false-
positive, 185 true-negative,
4 false-negative;
sensitivity: 96%;
specificity: 98%

the 4 patients with false-
negative CT scans, all
were slender with very
little periappendiceal or
pericecal fat
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Lane et al’’ | 1997 | Prospective Helical CT, T12-pubic Detection of acute 109 patients; 41(38%) Not reported to be a 1
symphysis, no contrast; | appendicitis on CT; confirmed appendicitis; consecutive series of
population: ED patients; | criterion standard: CT results: patients; number of
age range not reported; | pathologic findings at 37 true-positive, 2 false- patients eligible for
51 females; 58 males surgery or clinical follow- | positive, 66 true-negative, 4 | enrollment, number of
up (reported but details false-negative; patients not enrolled, not
not specified) sensitivity: 90%; reported; authors report
specificity: 97%; they studied 109 ED
alternative diagnosis patients referred for
identified by CT in 24 noncontrast CT to
patients (22%) evaluate for appendicitis;
were there patients who
had contrast CT during
the same period?; no
inclusion criteria beyond
referral from ED
Wijetunga 2001 Prospective Helical CT, appendiceal | Detection of acute 105 consecutive patients, 5 | Patients presenting 1
etal®® scan, oral contrast; ED appendicitis on CT; lost to follow-up, 100 between midnight and 8

population; patients with
uncertainty for
appendicitis included;
patients were referred
for CT by the general
surgeon on call; aged
14-81 y; 59 female; 46
male

criterion standard:
pathologic findings at
surgery or clinical follow-
up in the next 1-8 mo

patients included; 30 (30%)
confirmed appendicitis;

CT results: 28 true-positive,
2 false-positive, 68 true-
negative, 2 false-negative;
sensitivity: 93%;
specificity: 97%;
alternative diagnosis
identified by CT in 23
(33%) patients

AM were observed until
morning, had CT after
that

£orjog eorurd



I "ON ‘S§ awmjo A\

orot Arenue[ :

¢ QupIpaN Lusdowy fo seuuy

Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Raman et 2002 | Retrospective | Helical CT, Detection of acute 650 consecutive patients; 98 | Large number of patients 11
al” abdomen/pelvis, appendicitis on CT; did not have adequate lost to follow-up, not
variety of contrast; most | criterion standard: follow-up and were included in analysis;
(84%) had oral and IV, | pathologic findings at excluded from analysis; inconsistent use of
1.5% had no contrast; surgery or clinical follow- | 552 patients included; contrast
population from up (follow-up reported 142 (26%) confirmed
radiology, surgery and but details not specified) | appendicitis; CT results:
pathology databases; 137 true-positive, 8 false-
aged 18-99 y; 424 positive; 402 true-negative,
female; 226 male 5 false-negative;
sensitivity: 97%;
specificity: 98%;
during this period, 69% of
patients with appendectomy
for suspected appendicitis
had surgery without
preceding CT
Ujiki etal®® | 2002 | Retrospective | Helical CT, abdomen Detection of acute 110 patients; No comment on what I

and pelvis, oral and IV
contrast; population:
patients with uncertainty
for appendicitis referred
for CT; not clear where
patients came from (ED,
surgical service, primary
care office?); aged 17-
85 y; 69 female;

41 male

appendicitis on CT;
criterion standard:
pathologic findings at
surgery or clinical follow-
up by telephone interview

1 patient scanned twice=111
CT scans; 28 (25%)
confirmed appendicitis;

CT results:

28 true-positive, 8§ false-
positive, 64 true-negative, 3
false-negative; 8 equivocal
CTs; sensitivity: 90%;
specificity: 89%;
alternative diagnosis
identified by CT in 31
(46%) patients

happened to patients
with equivocal CT
scans; equivocal scans
not included in statistical
analysis
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Malone et 1993 | Prospective CT, lower abdomen, no | Detection of acute 211 patients; Radiologists not reported 11
al’! contrast; population: appendicitis on CT; 94 patients had surgery; to be blinded to barium
patients referred for criterion standard: 75 (36%) confirmed study results; appears to

emergency barium study
to rule out appendicitis
first had noncontrast
CT; aged 491 y;

130 females; 81 males

pathologic findings at
surgery or clinical follow-
up for 6 mo

appendicitis; CT results:

65 true-positive, 4 false-
positive,

132 true-negative, 10 false-
negative;

sensitivity: 87%;
specificity: 97%

be consecutive series;
very specific population:
patients referred for
emergency barium
study; there were
patients who were
referred for CT during
the same period, not
included in the study;
barium study results not
reported
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Hershkoet | 2007 | Prospective CT without contrast Detection of acute 232 consecutive patients Referral population not I1
al™ randomized (NCCT), CT with rectal | appendicitis on CT; with suspected appendicitis | specified (ED, surgery

contrast (RCCT), and
CT with oral and TV
contrast (DCCT) were
compared;

population unclear; aged
16-83 y

criterion standard:
pathologic findings at
surgery or clinical follow-
up

referred for CT randomly
assigned to NCCT, RCCT
or DCCT; 111 (48%)
confirmed appendicitis;
results: NCCT 70 patients,
29 (41%) confirmed
appendicitis;

RCCT 78 patients, 39 (50%)
confirmed appendicitis;
DCCT 84 patients, 43
(51%) confirmed
appendicitis; sensitivity:
NCCT 90%,

RCCT 93%,

DCCT 100%;

specificity:

NCCT 86%,

RCCT 95%,

DCCT 89%;

significant differences with
P<0.05 found:

DCCT superior to RCCT for
sensitivity; RCCT superior
to DCCT for specificity;
RCCT and DCCT were both
more accurate than NCCT

service, outpatient);
calculation of
sensitivity/specificity for
RCCT different than
author: sensitivity=95%,
specificity=92%;

NCCT had 14 (20%)
inconclusive results; 9 of
these had additional CT
with oral and IV
contrast; these were not
included in
sensitivity/specificity
analysis; CT initially
interpreted by residents;
attending radiologists
overread films, were
blinded to treatment
plan, had good
concordance with
resident reading;
follow-up reported but
no specific details
provided
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
in’t Hof et 2004 | Prospective Helical CT, abdomen Detection of acute 103 patients enrolled, Higher rate of 1
al® and pelvis, no contrast; | appendicitis on CT; 87 (84%) confirmed appendicitis than most
patients with suspected | criterion standard: appendicitis; series
appendicitis had CT pathologic findings at CT results:
followed by laparoscopy; all patients | sensitivity: 95%;
laparoscopy; had laparoscopy; follow- | specificity: 100%
population: ED patients; | up at 1 wk and 6 wks as
aged >16 y; 39 female; | well
64 male
Lane et al”* | 1999 | Prospective Helical CT, T12-pubic Detection of acute 300 consecutive patients; No report about contrast I
symphysis, no contrast; | appendicitis on CT; 115 (38%) confirmed CTs done during the
population: patients criterion standard: appendicitis; CT results: same period; no
referred from ED or pathologic findings at 110 true-positive, 4 false- inclusion criteria beyond
general surgery service; | surgery or clinical follow- | positive, 181 true-negative, | referral from ED or
aged 8-86 y; up (follow-up reported 5 false-negative; general surgery service
156 female; 144 male but details not specified) | sensitivity: 96%;
specificity: 99%;
alternative diagnosis
identified by CT in 63
(21%) of patients
Cakirer et 2002 | Prospective Helical CT, pelvis, no Detection of acute 141 consecutive patients; 11 | Higher rate of I
al® contrast; population: appendicitis on CT; excluded; 130 patients appendicitis than most

department of
emergency surgery
patients; aged 16-67 y;
63 female; 67 male

criterion standard:
pathologic findings at
surgery or clinical follow-
up (follow-up reported
but details not specified)

included; 94 (72%)
confirmed appendicitis; CT
results: 89 true-positive, 3
false-positive, 33 true-
negative, 5 false-negative;

sensitivity: 95%; specificity:

92%

series; not reported if
this was all patients with
suspected appendicitis or
only those with clinical
uncertainty
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Horton et 2000 | Prospective, Noncontrast pelvic CT Detection of acute 89 patients enrolled, Not reported to be a I1
al®® randomized and US were compared | appendicitis on CT or 49 had CT, consecutive series of
in patients with atypical | US; criterion standard: 40 had US; patients; number of
presentations of pathologic findings at CT results: patients eligible for
appendicitis; surgery or clinical follow- | sensitivity: 97%, enrollment, number not
populations: ED patients | up (follow-up reported specificity: 100%; enrolled, not reported;
with uncertainty for but details not specified) | US results: characteristics of entire
appendicitis; age sensitivity: 76%, study group reported,
included but not specificity: 90%; however, characteristics
reported, reported CT was more sensitive and | of US and CT groups not
eligible aged 18-65 y; specific for the diagnosis of | reported and compared
48 females; 41 males acute appendicitis and more | (ie, age, gender ratio,
helpful in identifying other | presenting signs and
intra-abdominal pathology symptoms); this study is
useful to show that CT is
more sensitive, specific
than US and also more
helpful to identify other
surgical pathology
Balthazar et | 1991 Prospective CT abdomen/pelvis, Detection of appendicitis | 100 consecutive patients, Older study; higher I

ali'f

oral and IV contrast;
population: patients on
surgical service with
uncertainty for
appendicitis referred for
CT; aged 9-87 y;

48 female; 52 male

on CT; criterion standard:
surgical findings, clinical
follow-up, discharge
diagnosis

64 (64%) confirmed
appendicitis; CT results: 60
true-positive, 4 false-
positive, 30 true-negative, 1
false-negative;

5 equivocal readings;
sensitivity: 98%;
specificity: 83%

prevalence of
appendicitis than
expected in typical ED
population
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Hershkoet | 2002 | Prospective Helical CT, Detection of acute 308 consecutive patients; Reported data confusing; I
al® evaluation of | abdomen/pelvis, appendicitis on CT; 65 patients with “definite” numbers of patients do
CT and with oral and IV criterion standard: appendicitis by clinical not add up; they report
retrospective | contrast; population: pathologic findings at evaluation went straight to 198 patients had CT, 74
case/control ED patients referred for | surgery or clinical follow- | operating room; 57/65 interpreted as positive,
for evaluation | surgical consultation; up (exact follow-up (88%) confirmed 123 negative, and 9
of negative aged 15-83 y; 151 method not specified) appendicitis; 37 patients equivocal;
appendectomy | females;157 males; rate who were “unlikely” to have | 74+123+9=206;
rate of negative appendicitis did not have university setting,

appendectomy was
compared for patients
evaluated with CT vs
patients evaluated on
clinical presentation
alone (without CT)

CT and were followed
clinically; none had
appendicitis; 198 patients
with uncertainty for
appendicitis had CT; 74
(37%) of these had
confirmed appendicitis;
CT results: 67 true-positive,
7 false-positive, 118 true-
negative, 5 false-negative;
9 equivocal CTs;
sensitivity: 91%;
specificity: 92%;
alternative diagnosis
provided in 23 (19%);
negative appendectomy rate
for pre-CT era compared
with study rate; pre-CT
rate=24%;

study rate=16%;
difference P<0.05

resident radiologists
gave preliminary
reading; attending
radiologist reading
correlated in all but 2
cases
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Kamel et 2000 | Retrospective | Helical CT, Detection of acute 100 consecutive patients; Authors advocate CT of 1T
al” abdomen/pelvis, appendicitis or other 34 patients had surgery; entire abdomen/pelvis
oral and IV contrast; surgical conditions on 24 (24%) confirmed rather than focused
population: ED patients | CT; criterion standard: appendicitis; none lost to appendix; authors note
with uncertainty for pathologic findings at follow-up; CT results: that 4 patients with
appendicitis; aged 19-77 | surgery or clinical follow- | 23 true-positive, 0 false- abnormalities requiring
y; 63 female; 37 male up at 3 mo positive,76 true-negative, 1 | surgery had findings in
false-negative; the abdomen portion of
sensitivity: 96%; the CT that would have
specificity: 100% been missed with a
focused pelvic CT
Schuler et 1998 | Retrospective | Helical CT, Detection of acute 149 patients; 52 patients Not reported to be i
al® abdomen/pelvis, appendicitis on CT; judged to have appendicitis | consecutive; number of

oral and IV contrast;
population: unclear;
appears to be surgical
consultations and ED
patients; 2 groups: (1)
likely appendicitis, had
surgery without second
CT; (2) uncertain
appendicitis, had CT;
group 1: aged 17-68 v,
25 female, 27 male;
group 2: aged 15-88 v,
59 female, 38 male;
CT was evaluated for
accuracy in diagnosis of
appendicitis; negative
appendectomy rates
were compared for
patients who went
directly to surgery vs
patients who had CT
during the study period

criterion standard:
pathologic findings at
surgery or clinical follow-
up by telephone call

clinically and had surgery;
negative appendectomy rate
in this group=21%;

97 patients uncertain for
appendicitis had CT,

50 confirmed appendix
pathology (49 appendicitis,
1 endometriosis of the
appendix); negative
appendectomy rate in this
group=5.8%;

CT results: 49 true-positive,
1 false-positive, 43 true-
negative, | false-negative;
3 equivocal;

sensitivity: 98%;
specificity: 98%;

CT identified alternative
diagnosis in 16 (34%)
patients

patients eligible for
enrollment, number of
patients not enrolled, not
reported; negative
appendectomy rate lower
in group with CT than in
group managed
clinically; authors report
overall negative
appendectomy
rate=13.5% for both
groups; in the 3 y before
use of CT, rate was
13.6%; perforation rates
not reported
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Rao et al"! 1997 | Prospective Helical CT, limited Detection of acute 100 patients, appears Patients eligible only if I
appendiceal scan, appendicitis on CT; consecutive; 53 (53%) admitted for evaluation
rectal contrast; criterion standard: confirmed appendicitis;
population: patients pathologic findings at CT results: 52 true-positive,
admitted with suspected | surgery or clinical follow- | 1 false-positive, 46 true-
appendicitis; aged 6-75 | up at 1 wk and 2 mo negative, 1 false-negative;
y; 57 female; 43 male sensitivity: 98%;
specificity: 98%
Pickuth and | 2001 Prospective Spiral CT, lower Detection of acute 120 consecutive patients CT repeated with patient I1

Spielmann**

abdomen/upper pelvis,
rectal contrast;
population not specified;
patients had uncertainty
for appendicitis;

aged 18-81 y; 63
female; 57 male

appendicitis on CT;
criterion standard:
pathologic findings at
surgery or clinical follow-
up (reported but details
not specified)

referred for CT; 93 (78%)
confirmed appendicitis;
CT results:

88 true-positive, 3 false-
positive, 24 true-negative, 5
false-negative;
sensitivity: 95%;
specificity: 89%;
alternative diagnosis
identified in 14 (52%)
patients

in left lateral decubitus
position if appendix not
visualized on initial
scan; higher prevalence
of appendicitis than
expected in typical ED
population
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Walker et 2000 | Prospective Helical CT, appendiceal | Detection of acute 128 patients, Not reported to be I1
al® scan, rectal contrast; appendicitis on CT vs 65 randomized to CT group, | consecutive; number of
prospective randomized | clinical examination; 35 (54%) confirmed patients eligible for
study comparing criterion standard: appendicitis; 63 randomized | enrollment, number of
standard management pathologic findings at to standard management, 29 | patients not enrolled, not
with management with surgery or clinical follow- | (46%) confirmed reported; patients in
CT for patients with up by telephone call appendicitis; standard group were
suspected appendicitis; CT group: allowed to have CT if
ED population; patients sensitivity: 94%, surgeon requested;
included if they had a specificity: 100%; however, authors did not
general surgery negative exploration rate: report how many
consultation for 5%; standard management actually did; equivocal
appendicitis; aged 18-80 group: CT not included in
y; 84 female; 44 male; sensitivity: 100%, statistical analysis;
no significant difference specificity: 79%; negative exploration rate
in age, gender ratio for negative exploration rate: lower in CT group than
CT group vs standard 19% standard management
management group group; perforation rates
in 2 groups not reported
Wong et al™® | 2002 | Prospective Helical CT, appendiceal | Detection of acute 50 patients with suspected Not reported to be I

scan, rectal contrast;
population: patients with
suspected appendicitis
who were scheduled for
appendectomy,
prospectively enrolled;
aged 16-75 y; 21

female; 29 male

appendicitis on CT;
criterion standard:
pathologic findings at
surgery, all patients had

surgery

appendicitis scheduled for
surgery were included;

37 (74%) confirmed
appendicitis; negative
appendectomy rate=26%;
CT results: 35 true-positive,
1 false-positive, 12 true-
negative, 2 false-negative;
sensitivity: 95%;
specificity: 92%

consecutive; number of
patients eligible for
enrollment, number of
patients not enrolled, not
reported; surgeons
blinded to CT results
unless the results would
alter surgical approach;
higher prevalence of
appendicitis than
expected in typical ED
population
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
D’Ippolito 1998 | Prospective CT pelvis, Detection of acute 52 patients included; Appears to be a series of I
etal® case series no contrast; appendicitis on CT; all had surgery within 5 patients who had both
population: series of criterion standard: days of CT; unenhanced CT and an
patients who had both surgery (all patients had 44 (85%) confirmed operation; higher
surgery for suspected surgery) appendicitis; prevalence of
appendicitis and a CT results: appendicitis than
preceding CT; 40 true-positive, 0 false- expected in typical ED
aged 6-64 y; 27 females, positive, 8 true-negative, 4 | population
25 males false-negative; sensitivity:
91% (95% CI 78%-98%);
specificity: 100% (95% CI
63%-100%)
Morris et 2002 | Retrospective | CT “limited” scan, Detection of acute 129 patients; 39 (30%) had | CT ordered by the ED; I
al* no contrast; ED CT appendicitis on CT; confirmed appendicitis; sensitivity calculated by

accuracy was compared
with surgeon opinion
accuracy based on
surgeon review of chart;
population: ED patients;
aged 16-95y; 71
females, 58 males

criterion standard:
pathologic findings at
surgery or clinical follow-
up (reported but details
not specified)

CT results: 38 true-positive,
8 false-positive; 82 true-
negative, | false-negative;
authors” calculations:
sensitivity: 88%;
specificity: 91%

authors=88%;
calculations differed:
sensitivity=97% for
detection of appendicitis;
a panel of surgeons
reviewed ED history and
physical examination
data, provided their
evaluation: take to
operating room for
appendicitis, admit for
observation, or
discharge; sensitivity
and specificity of
surgeon evaluation was
compared with CT,
found to be similar
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Naffaa et 2005 | Retrospective | Helical CT, Detection of acute 75 consecutive patients; Children and young I1
al”’ abdomen/pelvis; appendicitis on CT; 35 (47%) had confirmed women had US before
rectal and IV contrast; criterion standard: appendicitis; CT results: CT; only those with
population: ED patients | pathologic findings at 35 true-positive, 4 false- inconclusive US had CT;
with uncertainty for surgery or clinical follow- | positive, 36 true-negative, 0 | no inclusion criteria
appendicitis; aged 7-87 | up at 6 mo false-negative; sensitivity: beyond referral from ED
y; 40 females, 35 males 100%,; specificity: 90%
Rao et al® 1997 | Prospective Helical CT; limited Detection of acute 100 study patients 56 (56%) I
appendiceal scan; oral appendicitis on CT; confirmed appendicitis;
and rectal contrast; criterion standard: CT results: 56 true-positive,
population: patients pathologic findings at 2 false-positive, 41 true-
from ED or private surgery or clinical follow- | negative, 0 false-negative;
surgeon’s office with up at 1 wk, 1 mo, and 3 1 indeterminate CT;
uncertainty for mos sensitivity: 100%;
appendicitis; aged 6-84 specificity: 95%
y; 54 females, 46 males
Mun etal® | 2006 | Retrospective | Helical CT, Detection of acute 271 patients with CT, Authors searched 11

abdomen/pelvis;

IV contrast, no oral or
rectal; population: ED
patients; aged >17 y;
98 females,

75 males

appendicitis on CT;
criterion standard:
pathologic findings at
surgery or clinical follow-
up at 1 wk

98 excluded, including 35
lost to follow-up,

173 patients included,

56 (32%) confirmed
appendicitis; CT results:
56 true-positive, 3 false-

positive, 114 true-negative,

0 false-negative;
sensitivity: 100%;
specificity: 97%

radiology database for
eligible patients; search
for eligible patients
required the word
“appendicitis” in the
radiology report;

large number of patients
lost to follow-up, not
included in analysis
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Anderson et | 2005 | Systematic Reviewed 23 studies Detection of acute 23 studies, 19 prospective, Authors conclude 111
al® review investigating the appendicitis on CT; 3,474 patients; noncontrast CT

accuracy of CT for
diagnosis of acute
appendicitis

criterion standard:
pathologic findings at
surgery or clinical follow-
up

CT with oral+IV contrast
(N=914):

sensitivity: range 90%-98%,
weighted average 93%;
specificity: range 85%-100%,
weighted average 93%;

CT no contrast (N=1,510):
sensitivity: range 87%-97%,
weighted average 93%;
specificity: range 91%-100%,
weighted average 98%

technique is similar and
may be superior to CT
with oral contrast for the
diagnosis of acute
appendicitis; comparing
studies is difficult
because methods varied
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments Class
Modality Measure/Criterion
Standard
Mittal et al’' | 2004 | Prospective Prospective randomized | Detection of acute 91 patients randomized, Very high rate of appendicitis I1I

study comparing
accuracy of triple-
contrast abdominal
pelvic CT to focused
pelvic CT with rectal
contrast only; included
patients uncertain for
appendicitis

appendicitis on CT;
criterion standard:
pathologic findings at
surgery or 23 h
inpatient observation
and clinical follow-up

80 (88%) confirmed
appendicitis; triple-
contrast abdominal pelvic
CT 52 patients, 44 (85%)
confirmed appendicitis;
focused pelvic CT with
rectal contrast 39 patients,
36 (92%) confirmed
appendicitis;

sensitivity:

triple-contrast abdominal
pelvic CT 97%,

focused pelvic CT with
rectal contrast 88%;
specificity:

triple-contrast abdominal
pelvic CT 86%,

focused pelvic CT with
rectal contrast 100%

compared with other series;
triple-contrast abdominal
pelvic CT and focused pelvic
CT with rectal contrast
groups dissimilar in many
ways; considerably larger
number of patients in triple-
contrast abdominal pelvic CT
group, patients older, and
patients had much longer
time to presentation than
focused pelvic CT with rectal
contrast, 39 vs 30 h; focused
pelvic CT with rectal contrast
had more female patients;
triple-contrast abdominal
pelvic CT patients had much
higher number of patients
with perforation, 13 vs 1;
authors attributed difference
in perforation rate to
significantly longer time to
presentation rather than
prolonged ED time because
of need to ingest contrast or
time to surgery; for triple-
contrast abdominal pelvic
CT, calculation of
specificity=50%, for focused
pelvic CT with rectal
contrast, calculation of
sensitivity=100%, different
from authors
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Bendeck et 2002 | Retrospective | Either abdominal/pelvic | Negative Negative appendectomy rate: | Study type not 111 for
al™ cohort CTorUS; CT appendectomy rate, CT: 5/31 (16%), US: 5/51 standardized (CT vs negative
technique was not perforation rate, and (10%); perforation rate: CT: | US); enteral contrast use | appen-
standardized; children diagnostic 11/32 (34%), US: 9/50 not standardized (oral vs | dectomy
received no enteral performance; criterion | (18%); OR for CT vs US for | rectal vs none); patients rate and
contrast, oral contrast, standard: operative negative appendectomy rate: | already selected for perfor-
or rectal contrast findings 1.77 (95% C1 0.47-6.7); OR appendectomy based on ation
for CT vs US for perforation | diagnostic study (re: rate;
rate: 2.38 (95% CI1 0.86-6.7); | diagnostic performance);
diagnostic performance not study groups not X for
reported compared to exclude diag-
baseline clinical nostic
differences perfor-
mance
Baldisserotto | 2000 | Prospective Sonography using Sonographic evidence | Sensitivity: 98.5% (95% CI Possible selection bias: II
and cohort (first) noncompressive | of acute appendicitis; 96.8%-100%); specificity: patients entered into
Marchiori™ and then compressive criterion standard: 98.2% (95% CI 96.5%- study only during

technique if necessary

either operative
findings or telephone
follow-up 1 wk later

99.9%); NPV: 98.7% (95%
CI197.2%-100%); PPV: 98%
(99.9%); appendicitis rate:
199/425 (47%)

weekdays;
generalizability: high
appendicitis rate
199/425 (47%);
blinding: not mentioned
whether radiologists
were blinded to clinical
data
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Kaiser et al’® | 2002 | Prospective, | Either US or US Outcome: appendicitis; | US only (283 patients): US were interpreted by I1
randomized, | followed by CT in criterion standard: sensitivity: 86%, specificity: | either a pediatric
nonblinded diagnosing acute operative findings and | 95%, PPV: 91%, NPV: 92%, | surgeon or a surgical
comparison appendicitis in 600 written survey at 6 mo | diagnostic accuracy: 92%; resident
of 2 children; CT used IV US, then CT (317 patients):
diagnostic contrast, not oral or sensitivity: 99%, specificity:
approaches enteral contrast; each 89%, PPV: 87%, NPV: 99%,
abdomen that received diagnostic accuracy: 93%;
a CT scan first received disease prevalence: 244/600
a limited, noncontrast (40.7%)
scan of the lower
abdomen, and then a
CT of the entire
abdomen with IV
contrast only
Changetal®” | 2003 | Prospective 40 children received Appendicitis; criterion | For US: Generalizability: 111
cohort both radionuclear scan | standard: operative sensitivity: 86.6%, performed in Taiwan
and abdominal US to findings or telephone specificity: 90%; where patients referred
diagnose acute follow-up at 1 mo CI and disease prevalence not | directly to surgeon for
appendicitis; US available; not reported by the | evaluation; small sample
performed after authors size (40 children);
radionuclide injection blinding not stated
Dilley etal™ | 2001 | Retrospective | US to diagnose acute Appendicitis; criterion | Sensitivity: 89%; No criterion standard for 11
observational | appendicitis in 587 standard: specificity: 95%; patients with negative
study children retrospectively PPV: 86%; NPV: 96%; scan results

(retrospective
Cross-
referencing
of surgical,
pathologic,
and
radiologic
databases)

evaluated pathology
reports; no follow-up of
patients with negative
Us

appendicitis rate: 86%;
perforation rate: 26.1%
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Loweetal™ | 2001 | Prospective Either CT (no IV or Outcome: appendicitis; | CT: sensitivity 97% (95% CI | Small sample size for CT: 11
cohort of 72 | enteral contrast) or US | criterion standard: 91%-100%), specificity each cohort; adequacy of
children who | to diagnose operative findings, 100%, accuracy 99% (95% outpatient follow-up US: 111
received CT | appendicitis chart review, and 6-mo | CI 96%-100%); unclear in retrospective
to diagnose telephone follow-up US: sensitivity 100% , (US) group
appendicitis; specificity 88% (95% CI
this group 80%-96%), accuracy 91%
was (95% CI 85%-97%);
compared disease prevalence: 33%
with a
retrospective
(historical)
cohort of 76
children who
received US
Sivit et al® 2000 | Prospective CT,US,or US and CT | Outcome: appendicitis; | CT: sensitivity: 95%, Outpatient follow-up of 111
cohort of 315 | to diagnose criterion standard: specificity: 93%, accuracy: negative clinical
children appendicitis operative findings and | 94%; US: sensitivity: 78%, evaluations not defined,
receiving US “clinical follow-up” specificity: 93%, accuracy: bias may have existed in
and 153 89%; disease prevalence: how studies were chosen
receiving CT 26% (84/315) for each subject
Teo et al® 2000 | Prospective US to diagnose Outcome: appendicitis; | Sensitivity: 92.9%; No outpatient follow-up 111
cohort of 129 | appendicitis criterion standard: specificity: 96.9%; of negative studies;
children with operative findings; no PPV: 89.7%; NPV: 97.9%; children put into 1 of 3
suspected outpatient follow-up of | disease prevalence: 22% risk groups before US

appendicitis

negatives stated

performed; not stated if
radiologist blinded to
these classifications
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Evidentiary Table (continued).

Study

Year

Design

Intervention(s)/Test(s)/
Modality

Outcome
Measure/Criterion
Standard

Results

Limitations/Comments

Class

Kaiser et al*

2004

CTs
prospectively
collected from
a previous
study (Kaiser
2002) were
prospectively
reviewed by 2
blinded
radiologists;
the subjects
were 306
children
suspected of
having
appendicitis;
patients
received both
limited CT
with no
contrast and IV
contrast CT of
the entire
abdomen; no
patients
received enteral
contrast of any
kind

Limited, nonenhanced
CT of the lower
abdomen or IV contrast
(only) of the entire
abdomen

Outcome:
appendicitis; criterion
standard: operative
findings and written
survey follow-up 6
mo later

Limited, unenhanced CT of
lower abdomen: sensitivity:
66%, specificity: 96%;

IV contrast (no oral or rectal
contrast) CT of entire
abdomen: sensitivity: 90%,
specificity: 94%; disease
prevalence: 129/306 (42%)

Re-evaluation of
radiographs that were
obtained prospectively
from an earlier study

II
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Acosta etal® | 2005 | Prospective Abdominal/pelvic CT Radiographic criteria | 94 patients underwent CT; 53 | Generalizability: only 111
cohort with rectal contrast for acute had contrast reflux into the children 6-17 y of age
appendicitis; criterion | terminal ileum; of these, the included; only children
standard: either appendix was visualized in 43 | identified for admission
operative findings or | (43/94=46%); 10 had and observation were
telephone follow-up 3 | appendicitis; when the studied; 43 children had
wks later appendix was visualized, the appendix identified
sensitivity was 100% (95% and were included in the
CI 66.4%-100%), specificity | evaluation of diagnostic
was 97.7% (95% CI 88%- performance;
99.9%), the NPV was 100% potential bias: only 1
(95% CI 91.8%-100%), and radiologist read all CTs
the PPV was 90% (95% CI
55.5%-99.8%); overall
appendicitis rate: 15/94
(16%)
Hoecker and | 2005 | Retrospective Unenhanced CT (ie, no | Outcome: Sensitivity: 87.5 % (95% CI 15 patients lost to 111
Billman® cohort oral, rectal, or IV appendicitis; 75.8%-94.8%); specificity: follow-up after an

contrast); all study
subjects received CT

criterion standard:
operative findings
only; outpatient
follow-up was not
done; instead, the
authors reviewed the
hospital records for 3
mos following the
initial hospital visit to
look for readmissions

93.7% (95% CI 95.4%-98%):;
NPV: 90.8% (95% CI 83.7%-
97.8%); PPV: 91.3% (95% CI
83.2%-99.4%); positive
likelihood ratio 13.8 (5.3-
35.8); negative likelihood
ratio 0.13 (0.06-0.28);

112 patients; disease
prevalence: 38%

initially negative CT;
appendicitis among
these 15 subjects would
have further decreased
the sensitivity of CT for
appendicitis
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Mullins et 2001 | Retrospective Limited CT with rectal | Outcome: Sensitivity: 97%; Adequacy of criterion 111
al®® cohort of 199 contrast only (no IV or | appendicitis specificity: 99%; standard unclear;
children who oral) criterion standard: PPV: 98%; NPV: 98%; possible selection bias;
received operative findings; disease prevalence: 33% patients who were
limited CT adequacy of clinic chosen for rectal
with rectal follow-up unclear; no contrast only may have
contrast only telephone follow-up been more
(no IV or oral) straightforward
clinically
Kharbanda, et | 2007 | Retrospective Children broken down | Outcome: 416 children aged 5-21 y Generalizability; post 11
al® into 2 consecutive appendicitis; studied; hoc analysis; no
retrospective cohorts, criterion standard: IV and rectal: sensitivity 92% | information on excluded
one group evaluated operative findings or | (95% CI 85%-97%) and patients
with CT using only IV | telephone follow-up | specificity 87% (95% CI
contrast and the other at 2-4 wks for 79%-92%); IV alone:
group evaluated with negatives sensitivity 93% (95% CI
CT using IV and rectal 84%-97%) and specificity
contrast 92% (95% CI 85%-96%);
disease prevalence: 40%
Brody etal®” | 2007 | Unstructured Discusses a logical argument 111
review that diagnostic radiologic

procedures may carry a small
cancer risk in children; states
that the benefits of most CT
scans outweigh the small,
associated cancer risk;
discusses strategies to
approach the potential risk of
ionizing radiation to children
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard

American 1998 | Unstructured Develops an argument that 111
Academy of review because larger doses of
Pediatrics ionizing radiation (eg, atomic
Committee bomb) are associated with
on Environ- cancer risk, there may be an
mental associated risk to diagnostic
Health® procedures; provides a list of

diagnostic radiologic

procedures and their

respective radiation doses
Brenner and | 2007 | Review and In part, the authors develop 111
Hall® concept piece the argument that ionizing

radiation in the range of 50-
150 mSv was associated with
a small cancer risk after
atomic bomb exposures and is
equivalent to the cumulative
organ radiation dose from 2-3
abdominal/pelvic CT scans;
further, about 30% of patients
who receive 1
abdominal/pelvic CT also
receive a total of 3 such CT
scans during the course of
their treatment; consequently,
the authors surmise there may
be a small cancer risk from
these radiographs, especially
in children, who have more
dividing cells and a longer
life span to develop cancer
than adults
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Evidentiary Table (continued).

Study Year | Design Intervention(s)/Test(s)/ | Outcome Results Limitations/Comments | Class
Modality Measure/Criterion
Standard
Garcia Pena 2002 | Retrospective; | Diagnostic protocol: Appendicitis; 1,338 children studied; after Unstated criterion 111
etal” data collected US followed by CT in diagnostic criterion: implementation of the standard for discharged
retrospectively | selected children surgical outcome; no | protocol, the perforation rate | patients in the
before and after | admitted with possible | limited criterion decreased from 35% to 15% | preprotocol cohort
the appendicitis standard for and the missed appendicitis
implementation discharged patients in | rate dropped from 14% to 4%
of a diagnostic the preprotocol
protocol group; telephone
follow-up of
negatives in the
postprotocol cohort
Wan etal "' 2009 | Retrospective The authors used a Outcome: cost and US followed by CT was the Retrospective study I
(based on Markov decision effectiveness in most costly and most based on a theoretical
literature analytic model based diagnosing acute effective method; CT alone case
review) on a theoretical clinical | appendicitis; was the second most costly

case of a 5-y-old with
possible appendicitis; 3
diagnostic methods
evaluated: US alone,
CT alone, and US
followed by CT in
selected cases

criterion standard:
based on supporting
literature

and second most effective;
US alone was the least costly
and least effective strategy

AUC, area under the curve; C/, confidence interval; C7, computed tomography; DCCT, CT with oral and IV contrast; ED, emergency department; 4, hour; IV,
intravenous; LR, likelihood ratio; mSv, millisieverts; mo, month; NCCT, CT without contrast; NPV, negative predictive value; OR, odds ratio; PPV, positive
predictive value; RCCT, CT with rectal contrast; US, ultrasound; vs, versus; WBC, white blood cell; wk, week; v, year.
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Appendix A. Literature classification schema.*

Design/Class TherapyT Diagnosis* Prognosis§
1 Randomized, controlled trial or meta-analyses Prospective cohort using a Population prospective cohort
of randomized trials criterion standard
2 Nonrandomized trial Retrospective observational Retrospective cohort
Case control
3 Case series Case series Case series
Case report Case report Case report

Other (eg, consensus, review)

Other (eg, consensus, review)

*Some designs (eg, surveys) will not fit this schema and should be assessed individually.
TObjective is to measure therapeutic efficacy comparing =2 interventions.
FObjective is to determine the sensitivity and specificity of diagnostic tests.
SObjective is to predict outcome including mortality and morbidity.

Other (eg, consensus, review)

Appendix B. Approach to downgrading strength of evidence

Appendix C. Likelihood ratios.

Design/Class LR (+) LR (-)

Downgrading 1 2 3 1.0 1.0 Useless

1-5 0.51 Rarely of value, only minimally changes pretest
None | 1l 1l -
1 level I i X probability

10 0.1 Worthwhile test, may be diagnostic if the result
2 levels 1} X X . . .
Fatally flawed X X X is concordant with pretest probability

y 20 0.05 Strong test, usually diagnostic
100 0.01 Very accurate test, almost always diagnostic

even in the setting of low pretest probability
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