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DLB
FDG
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Abbreviations Used in the Evidence Tables

Alzheimer’s disease

Dementia with Lewy bodies

2-Fluro 2-deoxy D-glucose

Full-width at half maximum

milli Bequerel

Mild Cognitive Impairment

Multi-infarct dementia

Mixture of multi-infarct dementia and AD

Mini-mental State Examination

National Institute of Neurological and Communicative
Disorders and Stroke and the Alzheimer’s Disease and
Related Disorders Association

Number

Not recorded

Vascular dementia

versus

Percent
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Evidence Table 1

Study Design and PET Patient population Results Quality Score/Notes
characteristics
Azari, Design: case series, No.of subjects: total 41 2x2 table 1: Quality score:
Pettigrew,S | concomitant controls AD- 19 Population studied: AD vs. CONTROLS ¢ Representative sample- 0
chapiro,Ha -MCI: 0 Criteria for PET positivity: fronto-parietal e Setting/selection described- 0
xby, Dates of data collection: NR - Mild-: 10 hypometabolism e Scanner described- 1
Grady, AD present AD absent Total e Standard criteria for interpretation- 0
etal. Location: NIH-Bethesda, Chintdelsa{aptmal)- 22 PET+ 18 1 e Test reader blinded- 0
(1993) Maryland ) o PET- 1 23 e Results categorized by disease severity-
Inclusion criteria: Total 19 21 41 0
#2140 Setting: AD/cognitive NINCDS-ADRDA criteria for | SENSITIVITY: 94.7% SPECIF{gITY: 95.2% .

impairment clinic

PET characteristics:

e Scanner model-
Scanditronix

¢ Resolution- Atransverse

6mm, axial 11mm.

Acquisition mode- NR

Acquisition time- NR

Dose of FDG- NR

State of patient- eyes

closed and ears plugged

o Criteria for diagnosis-
quanttative

e Assessment- NR

Criteria for diagnosis of AD:
Clinical diagnosis

AD
Controls: NR

Exclusion criteria: Current
depression, neurologic
disease, radiologic evidence
of pathology

Age (range):
AD-52-81
Controls-53-75

Gender (male/female):
AD- 14/8
Controls1- 12/7

Race:
AD- NR
Controls- NR

Length of follow-up: NR

20
v

Follow-up complete- 0
¢ Diagnosis confirmation done on the
basis of long-term follow-up- 0

Total score: 1
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Study Design and PET Patient population Results Quality Score/Notes
characteristics
Burdette, Design: case series, No .of subjects: total 79 2x2 table 1: Quality score:
Minoshima, concomitant controls AD- 39: Population studied: AD vs. non-demented ¢ Representative sample- 0
Borght, CONTROLS e Setting/selection described- 0
Tran, Kuhl Dates of data collection: - MGl aderatdesel8re: 11 Criteria for PET positivity: symmetrical parietol e Scanner described- 1
(1996) 1989-92 Controls1 (normal)-22 temporal hypometabolism e Standard criteria for interpretation- 1
Controls2(cerebrovascular AD present AD absent Total e Test reader blinded- 1
#1620 Location: Ann Arbor, MI disease)-18 PET+ 33 5 o Results categorized by disease severity-
PET- 6 41 1
Setting: NR Inclusion criteria: Total 39 40 79 -~ .
NINCDS-ADRDA criteria for | SENSITIVITY: 85% SPECIFIGITY: 88% : E‘i’:gr‘f;:iz e 1 e on the basic
AD
PET characteristics: Controls: 36 of long-term follow-up- 0

e Scanner model- CTI
Knoxville, TN 931/08-12
scanner

¢ Resolution- 7-7.5mm in
plane, 7-8 mm axial

e Acquisition mode- 2D and
3D

¢ Acquisition time- 30min.

¢ Dose of FDG-
10mCi(370MBq)

o State of patient- NR

¢ Criteria for diagnosis-
quantitative

e Assessment- blindly

Criteria for diagnosis of AD:

Clinical diagnosis

Exclusion criteria: any
neurologic or psychiatric
disorder or major illness

Age (mean +/-SD, range):
AD- 68+/-7.6(53-82)
Controls1- 64+/-7.5 (52-76)
Controls2-47+/-18(21-78)

Gender (male/female):
AD- 15/24

Controls1- 7/15
Controls2-7/11

Race:
AD- NR
Controls- NR

Length of follow-up: NR

2x2 table 2:

Sub-population studied: QUESTIONABLE MILD AD
vs non-demented controls

Criteria for PET positivity: symmetrical parietol]
temporal hypometabolism

AD present AD absent Total
PET+ 22 5
PET- 6 41
Total 28 40 69

SENSITIVITY: 79%

25
a4

SPECIFégITY: 88%

2x2 table 3:

Sub-population studied: MODERATE TO SEVERE AD
(MMSE < 15)

Criteria for PET positivity: any hypometabolism

AD present
PET+ 11
PET(
Total 11

SENSITIVITY: 100%

Total score: 5
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Study Design and PET Patient population Results Quality Score/Notes
characteristics

Duara, Design: case series, concomitant | No. of subjects: 152 2x2 table 1: Quality score:

Barker, controls AD-50 Population studied: AD vs. YOUNG NORMAL Representative sample-1

Loewenstein - MCI-NR CONTROLS Setting/selection described-1

etal. Dates of data collection: NR Criteria for PET positivity: hypometabolism index Scanner described-1

(1989) - Milddierate-NR AD present Normal Total Standard criteria for interpretation-1
Location: Wien Ctr. For AD and Severe-NR PET+ 44 10 54 Test reader blinded-1

#3150 Memory disorders, Mt.Sinai Med. | Controls1: young-29 PET- ©6 25 Results categorized by disease
Ctr., Miami beach, Fla Controls2: old-41 Total 50 29 79 severity-0

Setting: AD center

PET characteristics:

Scanner model-PETT V
Resolution-Image, in plane and
axial: 15 mm. FWHM
Acquisition mode-NR
Acquisition time-30min.

Dose of FDG-3-5 mCi

State of patient-Eyes closed,
blindfolded, in a quiet darkened
room, resting

Criteria for diagnosis-quantitative
Assessment-done blindly

Criteria for diagnosis of AD:
Clinical diagnosis

MID (multi-infarct-dementia)
=17
MIX- 15

Inclusion criteria:

Hachinski score for AD 0-4,
MIX 5-7, MID >=8

Exclusion criteria: Pts. With
neurological diagnoses other
than AD, MID, MIX were
excluded.

Age (mean +/- SD):
AD-72.8 +/-9.7

Controls1 (young)- 41.5 +/(]
9.9

Controls2 (old)- 67.2+- 8.9
MID- 73.3+/-8

MIX- 74.3+/-8.8

Gender (male/female): NR
Race: NR

Length of follow-up: NR

SENSITIVITY: 88%
19

SPECIFICITY: 65.5%

2x2 table 2:

Population studied: AD vs. OLD NORMAL
CONTROLS

Criteria for PET positivity: hypometabolism index

AD present Normal Total
PET+ 44 19 63
PET- 6 28
Total 50 41 91

SENSITIVITY: 88%
22

SPECIFICITY: 53.6%

2x2 table 3:
Population studied: AD vs. MID
Criteria for PET positivity: hypometabolism iindex

AD present Normal Total
PET+ 44 14 58
PET- 6 3 9
Total 50 17 67

SENSITIVITY: 88% SPECIFICITY: 17.6%

2x2 table 4:
Population studied: AD vs. MIX
Criteria for PET positivity: hypometabolism index

AD present Normal Total
PET+ 44 12 56
PET- 6 3 9
Total 50 15 65

SENSITIVITY: 88% SPECIFICITY: 20%

Follow-up complete-0

Diagnosis confirmation done on the

basis of long-term follow-up-0

Total score: 5
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Study Design and PET Patient population Results Quality Score/Notes
characteristics
Fazekas, Design: case series, No. of subjects: total 55 2x2 table 1: Quality score:
Alavi, concomitant controls AD- 30: 24 probable, 6 possible Population studied: AD vs. CONTROLS Representative sample- 1
Chawluk, et -MCI: 0 Criteria for PET positivity: any hypometabolism Setting/selection described- 1
al. Dates of data collection: - Mild-moderate: 14 AD present AD absent Total Scanner described- 1
(1989) NR - Moderate-severe: 16 PET+ 27 4 Standard criteria for interpretation- 0
Controls (normal)- 25 PET- 1 22 Test reader blinded- 1
#1170 Location: Philadelphia, Total 28 25 53 Results categorized by disease severity- 1
Pennsylvania Inclusion criteria: SENSITIVITY: 96% SPECIFéCEITY: 84% Follow-up complete- 0
Participants in an ongoing study 21 Diagnosis confirmation done on the basis of
Setting: AD/cognitive of brain changes in normal aging long-term follow-up- 0
impairment clinic and dementia
2x2 table 2:

PET characteristics:
Scanner model- PETT V
Resolution- NR
Acquisition mode- NR
Acquisition time- NR
Dose of FDG- NR

State of patient- NR

Criteria for diagnosis-
qualitative

Assessment- blindly
Criteria for diagnosis of

AD:
Clinical diagnosis

NINCDS-ADRDA criteria for AD
Controls: recruited from
retirement communities or
spouses of demented patients

Exclusion criteria: NR

Age (mean, range):
AD- 65 (52-80)
Controls- 65 (48-83)

Gender (male/female):
AD- NR
Controls1- NR

Race:
AD- NR
Controls- NR

Length of follow-up: NR

Sub-population studied: MODERATE TO SEVERE
AD (MMSE < 15)
Criteria for PET positivity: any hypometabolism

AD present
PET+ 14
PETLO
Total 15

SENéITIVITY: 93%

2x2 table 3:

Sub-population studied: MILD TO MODERATE AD
(MMSE > 15)

Criteria for PET positivity: any hypometabolism

AD present
PET+ 13
PET()
Total 13

SENQITIVITY: 100%

Total score: 5
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Study Design and PET Patient population Results Quality Score/Notes
characteristics

Grady, Design: case series, No.of subjects: 74 2x2 table 1: Quality score:

Haxby, concomitant controls AD- 33 Population studied: AD vs. CONTROLS ¢ Representative sample- 0

Schapiro, MCI: NR Criteria for PET positivity: parieto-temporal ¢ Setting/selection described- 1

Gonzalez- Dates of data collection: Mild-moderate: NR hypometabolism e Scanner described- 1

Aviles, et NR Moderate-severe: NR AD present AD absent Total e Standard criteria for interpretation- 1

al. Controls (normal)- 41 PET+ 20 0 e Test reader blinded- 1

(1990) Location: Bethesda, . o PET- 13 41 54 e Results categorized by disease severity- 0
Maryland Inclusion criteria: o Total 28 , 41 6?) e Follow-up complete- 0

#3160 NINCDS-ADRDA criteria for AD | SENSITIVITY: 61% SPECIFI,(ZHTY. 100% « Diagnosis confirmation done on the basis

Setting: AD/cognitive
impairment clinic

PET characteristics:

e Scanner model-
SCANDITRONIX PC
1024-7B

¢ Resolution- transverse

6mm, axial 10mm.

Acquisition mode- 2D

Acquisition time- 45min.

Dose of FDG- 5mCi

State of patient- eyes

closed, ears plugged

o Criteria for diagnosis-
qualitative

o Assessment- blindly

Criteria for diagnosis of AD:

Clinical diagnosis
[7 AD patients had a
histopathological
confirmation of diagnosis]

Controls: ruled out all systemic,
psychiatric, neurologic disease,
head trauma, drug abuse.

Exclusion criteria: All other
causes of dementia ruled out,
no medication at time of study

Age (mean +/- SD):
AD- 68.5+/-9.5
Controls- 64.9+/-10.9

Gender (male/female):
AD- 17/16
Controls1- 17/24

Race:
AD- NR
Controls- NR

Length of follow-up (mean+/-
SD):
11.9+4/-7.5 months

of long-term follow-up- 0

Total score: 4

Notes: Controls were considered negative for
PET
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Study Design and PET Patient population Results Quality Score/Notes
characteristics

Herholz, Design: case series, No.of subjects: total 71 2x2 table 1: Quality score:
Perani, concomitant controls AD- 37 Population studied: AD vs. CONTROLS ¢ Representative sample- 0
Salmon, et - MCI: NR Criteria for PET positivity: cut-off point at which o Setting/selection described- 0
al. Dates of data collection: NR - Mild: NR sensitivity is 90% e Scanner described- 1
(1993) L osation: G ol " o NR - 2\3[,) present gontrols Total e Standard criteria for interpretation- 1
ocation: Germany, ltaly, - Mdsievete: + e Test reader blinded- 0
#1140 Belgium Controls (normal)- 34 ?5; 37 33 % ¢ Results categorized by disease severity-
0
Setting: neurology clinics gnocggisgairgiedria.' SENSITIVITY: 89% SPECIF&%ITY: 85% « Follow-up complete- 0
- oo . ) ) .
PET characteristics: NINCDS-ADRDA criteria for =~ * Diagnosis confirmation done on the

« Scanner model- ECAT (ltaly), | AD basis of long-term follow-up-0

NeuroECAT (Belgium), Total score: 2

Scanditronix (Germany) Exclusion criteria: NR
¢ Resolution- inplane: 6 mm
(Italy), 9.2 (Belgium), 7.8 Age (mean £gp)): Notes: to fill the 2x2 table, a cut point for
(Germany) AD-65.2+7.4 the metabolic ratio at which sensitivity is
e Acquisition mode- NR Controls: 90% was selected
e Acquisition time- 45 min (Italy | - Italy 44.6 £ 15.7
& Belgium), 30 (Germany) - Belgium 58.2 £ 8.0

¢ Dose of FDG- 250-300 MBq - Germany 65.4 +7.3
(Italy), 300 (Belgium), 185

(Germany) Gender (male/female):
o State of patient- minimal AD- 21/16
sensory stimulation, eyes Controls:
closed, ears without plugs, - Italy 5/5
low noise room - Belgium 5/5
o Criteria for diagnosis- - Germany 7/7
quantitative
e Assessment- NR Race: NR
AD- NR
Criteria for diagnosis of AD: Controls- NR

Clinical diagnosis
Length of follow-up: NR
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Study Design and PET Patient population Results Quality Score/Notes

characteristics
Herholz, Design: case series, No.of subjects: total 38 2x2 table 1: Quality score:
Adams, concomitant controls AD- 19 Population studied: AD vs. CONTROLS e Representative sample- 0
Kessler, et Controls (normal)- 19 Criteria for PET positivity: any hypometabolism o Setting/selection described- 1
al., (1990) Dates of data collection: NR AD present AD absent Total e Scanner described- 1

Inclusion criteria: PET+ 19 0 o Standard criteria for interpretation- 0
#3450 Location: Koln, Germany NINCDS-ADRDA criteria | PET- 0 19 e Test reader blinded- 0
. o for AD Total 19 . 19 380 o Results categorized by disease severity- 0
$ett/pg.' AD/cggnltlve Controls: NR SENSITIVITY: 100% SPECIF{QITY: 100% e Follow-up complete- 0
impairment clinic 19 « Diagnosis confirmation done on the basis of

PET characteristics:

e Scanner model-
Scanditronix PC-384

o Resolution- In plane
resolution 7.8mm. FWHM

o Acquisition mode- NR

o Acquisition time- 30-40
min.

e Dose of FDG-
185MBq(5mCi)

o State of patient- Eyes
closed, ears unplugged,
darkened room, with low
ambient noise.

o Criteria for diagnosis-
quantitative

o Assessment- NR

Criteria for diagnosis of AD:
Clinical diagnosis

Exclusion criteria: NR

Age (mean +/-SD):
AD- 60.6+/-7.1
Controls- 61.1+/-10.2

Gender (male/female):
AD- 3/16
Controls-9/10

Race:
AD- NR
Controls- NR

Length of follow-up: NR

long-term follow-up- 0

Total score: 2
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Study Design and PET Patient population Results Quality Score/Notes
characteristics

Higuchi, Design: case series, No.of subjects: total 28 Quality score:

Tashiro, concomitant controls Probable AD-11 2x2 table 1: e Representative sample- 0

Arai, et - MCIl: NR Population studied: PROBABLE AD vs. DLB o Setting/selection described- 0

al. Dates of data collection: NR - Mild: NR Criteria for PET positivity: metabolic ratio, cut-off e Scanner described- 1

(2000) point of 0.92 e Standard criteria for interpretation- 1
Location: Tohoku University - Mdslevete: NR AD present DLB Total | ¢ Test reader blinded- 0

#590 School of Medicine, Sendai, Controls1-Dementia with Lewy PET+ 10 1 « Results categorized by disease severity-
Miyagi 980, Japan bodies (DLB): 7 PET- 1 6 7 0

Controls2-normal controls: 10 Total 11 7

Setting: outpatient clinic
department of geriatric
medicine, Parkinson's disease
patient registry

PET characteristics:

e Scanner model-SET2400W,
Shimadzu Inc., Japan

o Resolution-spatial, 4 mm

transaxial, 4.5 mm axial at

FWHM at the center of the

FOV

Acquisition mode-NR

Acquisition time-60 min

Dose of FDG-NR

State of patient-with minimal

sensory stimulation, quite and

dimly lit room, eyes open

o Criteria for diagnosis-
quantitative, metabolic ratios

o Assessment-NR

Criteria for diagnosis of AD:
Clinical diagnosis

Inclusion criteria: NINCDS [
ADRDA criteria for probable AD
Consensus guidelines for DLB
(McKeith)

Exclusion criteria: NR

Age (mean £gp):
AD-66.5+5.7

Controls1 (DLB)- 65.0 + 8.8
Controls2 (Normal)- 65.0 + 8

Gender (male/female):
AD- 4/7

Controls1 (DLB)- 3/4
Controls2 (normal)- 4/6

Race: NR
Length of follow-up: NR
MMSE (mean #gp):

AD: 18.8 + 3.3 months
DLB: 16.1 £ 7.1 months

SENSITIVITY: 91% SPECIFLFIITY: 86%

2x2 table 2: 18
Population studied: PROBABLE AD vs.
NORMAL CONTROLS

Criteria for PET positivity: metabolic ratio, cut-off
point in order to obtain 90% sensitivity

AD present Normal Total
PET+ 10 7
PET- 1 3 4
Total 11 10 21

SENSITIVITY: 91% SPECIFLHTY: 30%

Follow-up complete- 0
o Diagnosis confirmation done on the
basis of long-term follow-up- 0

Total score: 2
Notes: to fill the 2™ 2x2 tables, a cut-off

point for the metabolic ratio at which
sensitivity is 90% was selected
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Study Design and PET Patient population Results Quality Score/Notes
characteristics
Ishii, Design: case series, No.of subjects: total 36 2x2 table 1: Quality score:
Imamura, concomitant controls AD- 12 Population studied: AD vs. Normal Controls e Representative sample- 0
Yamaji, Controls1 (normal)- 12 Criteria for PET positivity: any hypometabolism o Setting/selection described- 1
Sakamato, Dates of data collection: NR Controls2 (Dementia with Lewy AD present AD absent Total e Scanner described- 1
etal, Bodies-DLB))- 12 PET+ 11 10 21 e Standard criteria for interpretation- 0
(1998) Location: Himeji, Japan Inclusion criteria: PET- 1 2 3 e Test reader blinded- 1
NINCDS-ADRDA criteria for AD | Total 12 12 24 o Results categorized by disease
#2610 Setting: AD/cognitive Controls1: recruited from SENSITIVITY: 92% SPECIFICITY: 17% severity- 0
impairment clinic community, MMSE >28 e Follow-up complete- 0
Controls2:Consortium for DLB ¢ Diagnosis confirmation done on the

PET characteristics:

Scanner model- Headtome
IV(Shimadzu Corp.)
Resolution- NR
Acquisition mode- 3D
Acquisition time-12 min.
Dose of FDG- 185-259
MBq

State of patient- Eyes
closed, with minimal
sensory stimulation
Criteria for diagnosis-
quantittative
Assessment- blindly

Criteria for diagnosis of AD:
Clinical diagnosis

criteria

Exclusion criteria:
AD:Complications of other
neurologic diseases, focal brain
lesions on mRl, arterial occlusive
lesions on cerebral and cranial
MR angiography
Controls:Abnormal findings on
MRI

Age (mean +/-SD):
AD- 73.2+/-6.3
Controls1- 72.8+/-4.9
Controls2: 73.3+/-5.1

Gender (male/female):
AD- 3/9
Controls1and 2- 3/9

Race:
AD- NR
Controls- NR

Length of follow-up: NR

2x2 table 1:
Population studied: AD vs. DLB
Criteria for PET positivity: any hypometabolism

AD present AD absent Total
PET+ 11 4
PET- 1 8 3
Total 12 12 24

SENSITIVITY: 92% SPECIF}(I‘.ITY: 67%

basis of long-term follow-up- 0

Total score: 3
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Study Design and PET Patient population Results Quality Score/Notes
characteristics
Kippenhan, Design: case series, No.of subjects: total: 91 2x2 table 1: Quality score:
Barker, concomitant controls Probable AD- 41 Population studied: AD vs. NORMAL CONTROLS ¢ Representative sample- 0
Pascal, et al. - MCI: NR Criteria for PET positivity: any deficit present, cut-off ¢ Setting/selection described- 0
(1992) Dates of data collection: NR - Mild: NR point at which sensitivity is 90% e Scanner described- 1
AD present AD absent Total e Standard criteria for interpretation- 0
#1160 Location: Miami, Florida - M@levate: NR PET+ 37 15 52 e Test reader blinded- 1
, Controls (normal)- 50 PET- 4 39 o Results categorized by disease
Setting: center for AD and Total 41 50 91 severity- 0
memory disorders Inclusion criteria: SENSITIVITY: 90% SPECIFICITY: 70% « Follow-up complete- 0
NINCDS-ADRDA criteria for 35 ¢ Diagnosis confirmation done on the

PET characteristics:

e Scanner model- PETT V

¢ Resolution- inplane and

axial. 15 mm at FWHM

Acquisition mode- NR

Acquisition time- 30 min

Dose of FDG- 3-5 mCi

State of patient- eyes

closed, blindfolded, quiet,

darkened room

o Criteria for diagnosis-
qualitative

e Assessment- blindly

Criteria for diagnosis of AD:
Clinical diagnosis

AD
Exclusion criteria: NR

Age (mean £gp))-
Probable AD-70.9 + 8.8
Controls- 67.7 + 8.9

Gender (male/female):
AD- 21/20
Controls- 25/25

Race:
AD- NR
Controls- NR

Length of follow-up: NR

2x2 table 2:

Population studied: AD vs. NORMAL CONTROLS
Criteria for PET positivity: mild or greater deficit
present, cut-off point at which sensitivity is 90%

AD present AD absent Total
PET+ 37 18 55
PET- 4 36
Total 41 50 91

SENSITIVITY: 90%
SPECIFICITY: 64%

basis of long-term follow-up- 0

Total score: 2

Notes: to fill the 2x2 table, a cut-off point
for the metabolic ratio at which sensitivity
is 90% was selected.

We accepted ‘any deficit’ as the
diagnostic criterion for PET positivity,
which yielded a higher specificity.
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Study Design and PET Patient population Results Quality Score/Notes
characteristics

Messa, Design: case series, No.of subjects: total: 31 2x2 table 1: Quality score:

Perani, concomitant controls Probable AD(mild to Population studied: AD vs. NORMAL CONTROLS o Representative sample- 0

Lucignani, et moderate)-21 Criteria for PET positivity: out of mean +/- 2 SD ¢ Setting/selection described- 0

al. Dates of data collection: NR | Controls-normal subjects-10 AD absent Total e Scanner described- 1

(1994) PETAD ppgsent 1 e Standard criteria for interpretation- 0
Location: Milan, Italy Inclusion criteria: PET- O 9 9 e Test reader blinded- 0

#3300 NINCDS-ADRDA criteria for Total 21 10 31 o Results categorized by disease
Setting: NR AD SENSITIVITY: 100% SPECIF&QITY: 90% severity- 0
PET characteristics: Exclusion criteria: NR : E?;I;\?g:iz zgrr:}ﬁ'lriftic?n done on the

e Scanner model- Siemens

¢ Resolution- 6.3mm full
width at half maximum in
axial plane

¢ Acquisition mode- NR

¢ Acquisition time-45 min

e Dose of FDG- 2500
300MBq

o State of patient- eyes
open, ears unplugged

¢ Criteria for diagnosis-
quantitative

e Assessment- NR

Criteria for diagnosis of AD:
Clinical diagnosis

Age (mean 1gp):
AD-62.8+7.8
Controls-47+/-13

Gender (male/female):
AD- 10/11
Controls- 3/7

Race:
AD- NR
Controls- NR

Length of follow-up: NR

basis of long-term follow-up- 0

Total score: 1
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Study Design and PET Patient population Results Quality Score/Notes
characteristics

Mielke, Design: case series, No.of subjects: total 45 2x2 table 1: Quality score:

Pietrzyk, | concomitant controls AD- 10 e Representative sample- 1

Jacobs, Controls1 (normal)- 13 Population studied: AD vs. NORMAL CONTROLS | « Setting/selection described- 0

et al. Dates of data collection: NR Controls2 (Vascular Dementia)- Criteria for PET positivity: cut off point at which e Scanner described- 1

(1994) 12 sensitivity is 90% e Standard criteria for interpretation- 0
Location: Koln, Germany AD present AD absent Total e Test reader blinded- 1

#540 Inclusion criteria: PET+ 18 5 o Results categorized by disease
Setting: Neurology clinic NINCDS-ADRDA criteria for AD PET- 2 8 10 severity- 0

Modified Hachinski score <=2 Total 20 13 33

PET characteristics:

e Scanner model- Siemens
ECAT

e Resolution- Image,

transaxial :>6mm, axial :5mm

at the center

Acquisition mode- NR

Acquisition time-NR

Dose of FDG- 370MBq

State of patient- Eyes closed,

with minimal sensory

stimulation

o Criteria for diagnosis-
quantittative

o Assessment- blindly

Criteria for diagnosis of AD:
Clinical diagnosis

Exclusion criteria: NR

Age (mean +/-SD):
AD- 68.8+/-5.6
Controls1- 59.5+/-11.1
Controls2: 69.0+/-9.4

Gender (male/female):
AD- 14/6

Controls1- 6/6
Controls2: 5/8

Race:
AD- NR
Controls- NR

Length of follow-up: NR

SENSITIVITY: 90% SPECIFégITY: 62%

2x2 table 2:

Population studied: AD vs. VASCULAR
DEMENTIA

Criteria for PET positivity: cut off point at which
sensitivity is 90%

AD present AD absent Total
PET+ 18 5
PET- 2 7 9
Total 20 12 32

SENSITIVITY: 90% SPECIF&gITY: 58%

Follow-up complete- 0
Diagnosis confirmation done on the
basis of long-term follow-up- 0

Total score: 3

Notes: to fill in the 2*2 tables, a cut point
for the metabolic ratio at which sensitivity
is 90% was selected
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Study Design and PET Patient population Results Quality Score/Notes

characteristics
Minoshima, Design: case series, No.of subjects: total 59 2x2 table 1: Quality score:
Kirk, Foster, | concomitant controls Probable AD- 37 Population studied: Probable AD vs. CONTROLS e Representative sample- 1
et al. Controls (normal)- 22 Criteria for PET positivity: Glucose metabolic rate of o Setting/selection described- 1
(1995) Dates of data collection: parieto-temporal cortex e Scanner described- 1

1989-1992 Inclusion criteria: AD present AD absent Total o Standard criteria for interpretation- 1
#2170 NINCDS-ADRDA criteria for PET+ 36 0 e Test reader blinded- 0

Location: Michigan AD _ PET- 1 23  Results categorized by disease

Controls: No history of Total 37 22 59 severity- 0
Setting: AD/cggnitive ngurological or psychiatriq SENSITIVITY: 97% SPECIFé%ITY: 100% e Follow-up complete- 0
impairment clinic disorder, normal neurologic 29 o Diagnosis confirmation done on the

PET characteristics:

e Scanner model- Siemens
ECAT

e Resolution- 8mm full width

at half maximum

Acquisition mode- NR

Acquisition time- 30 min.

Dose of FDG- 370 MBq

lit room.

o Criteria for diagnosis-
quantitative

e Assessment- NR

Criteria for diagnosis of AD:
Clinical diagnosis

State of patient- quiet, dimly

exam.
Exclusion criteria: NR

Age (mean +/-SD):
AD-64 +/- 8
Controls- 68 +/- 7

Gender (male/female):
AD- NR
Controls- NR

Race:
AD- NR
Controls- NR

Length of follow-up: NR

basis of long-term follow-up- 0

Total score: 4
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Study Design and PET Patient population Results Quality Score/Notes
characteristics

Ohyama,S | Design: case series, No.of subjects: total 31 2x2 table 1: Quality score:

enda, concomitant controls AD- 21 Population studied: AD vs. CONTROLS o Representative sample- 1

Mishina, - MCIl: NR Criteria for PET positivity: any hypometabolism o Setting/selection described- 1

et al. Dates of data collection: NR - Mild- AD present AD absent Total e Scanner described- 1

(2000) - Moderate: NR PET+ 18 1 e Standard criteria for interpretation- 0
Location: Tokyo,Japan - Severe: NR PET- 3 9 12 e Test reader blinded- 1

#1250 , B Controls (normal)- 10 Total 21 10 31 o Results categorized by disease severity- 0
Setting: AD/cognitive SENSITIVITY: 86% SPECIF!QITY: 90% « Follow-up complete- 0
impairment clinic {G]F(;/USIOI’I criteria: ¢ Diagnosis confirmation done on the basis

Controls: NR of long-term follow-up- 0

PET characteristics:

e Scanner model- Headtome 4
Resolution- NR

Acquisition mode- NR
Acquisition time- NR

Dose of FDG- NR

State of patient- NR

Criteria for diagnosis-
quantitative

e Assessment-NR

Criteria for diagnosis of AD:
Clinical diagnosis

Exclusion criteria: NR

Age (mean +/-SD):
AD- 61 +/-10
Controls- 55 +/-12

Gender (male/female):
AD- NR
Controls1- NR

Race:
AD- NR
Controls- NR

Length of follow-up: NR

Total score: 4

Notes: Threshold value of uptake in the
parietal lobe was set as 5.
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Study Design and PET Patient population Results Quality Score/Notes
characteristics
Szelies, Design: case series, No.of subjects: total 58 2x2 table 1: Quality score:
Mielke, concomitant controls AD probable: 24 Population studied: AD vs. VD e Representative sample- 0
Herholz, -MCI: NR Criteria for PET positivity: metabolic ratio o Setting/selection described- 0
Heiss. Dates of data collection: NR AD present AD absent Total e Scanner described- 1
(1994) -Mild: 14 PET+ 18 9 o Standard criteria for interpretation- 1
Location: Cologne, Germany Qdodelate(ridrmal)- 15 PET- 6 16 e Test reader blinded- 0
#2010 Controls2-Vascular dementia — Total 24 19 43 o Results categorized by disease
Setting: AD/cognitive 19 SENSITIVITY: 75% SPECIFé(;ITY: 53% severity- 0
impairment clinic Vil 12 10 e Follow-up complete- 0
:Ml)dérate'7 + Diagnosis confirmation done on the
: 2x2 table 2: basis of long-term follow-up- 0

PET characteristics:

e Scanner model- Scanditronix

384

Resolution- NR

Acquisition mode- 2D

Acquisition time- 20min.

Dose of FDG- 185mBq(5mCi)

State of patient- ears

unplugged, darkened room,

low ambient noise

¢ Criteria for diagnosis-
quantitative

e Assessment- NR

Criteria for diagnosis of AD:
Clinical diagnosis

Inclusion criteria:
NINCDS-ADRDA criteria for
probable AD

Vascular dementia- modified
Hachinsky score >=4

Controls: MMSE scores>=28
Exclusion criteria: depression or
other mental disorders

Age (mean, range):
AD- 65.9+/-7.6
Controls1-60+/-7.3
Controls2- 68.5+/-9.77

Gender (male/female):
AD- 10/14

Controls1- 8/7
Controls2- 14/5

Race:
AD- NR
Controls- NR

Length of follow-up: NR

Sub-population studied: AD vs NORMAL
Criteria for PET positivity: any hypometabolism

AD present AD absent
PET+ 18 5
PET- 6 10
Total 24 15

SENSITIVITY: 75% SPECIFICITY: 67%

Total score: 2
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Study Design and PET Patient population Results Quality Score/Notes
characteristics
Hoffman, Design: case series, No.of subjects: iotg|- 22 | 2x2 table 1: Quality score:
Welsh- concomitant controls Probable AD- 16 Population studied: AD vs. Other causes of ¢ Representative sample- 0
Bohmer, - MCI: NR dementia e Setting/selection described- 1
Hanson, Dates of data collection: - Mild: NR Criteria for PET positivity: any deficit present, cut-off | « Scanner described- 1
Crain, et al. NR point at which Sensitivity is 90% e Standard criteria for interpretation- 1
(2000) - Mdslevete: NR AD present AD absent Total e Test reader blinded- 1
Location: Durham, NC Controls (normal)- 6 PET+ 14 2 o Results categorized by disease
#1000 PET- 2 4 6 severity- 0
Setting: center for AD Inclusion criteria: Total 16 6

PET characteristics:

e Scanner model- ECAT
Il (CTI, Knoxville, TN),
or GE4096 Plus

¢ Resolution- NR

¢ Acquisition mode- 2D

e Acquisition time- NR
min

¢ Dose of FDG-
370mBq(10mCi)

o State of patient- with
minimal sensory
stimulation

o Criteria for diagnosis-
qualitative

e Assessment- blindly

Criteria for diagnosis of
AD: Histopathological
diagnosis

NINCDS-ADRDA criteria
for AD, diagnostically
challenging memory
loss, pathologic
confirmation of diagnosis

Exclusion criteria: NR

Age (mean Zgp).
Probable AD- 66.4(54 (]
77)

Controls- 62.5(37-80)

Gender (male/female):
AD- 10/6
Controls- 5/1

Race:
AD- NR
Controls- NR

Length of follow-up: 24.9
months+/- 28.1 months

SENSITIVITY: 87.5% SPECIF{gITY: 66.7%

22

Follow-up complete- 1
o Diagnosis confirmation done on the
basis of long-term follow-up- 1

Total score: 6
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Study Design and PET Patient population Results Quality Score/Notes
characteristics

Salmon, Design: case series, No. of subjects: total 2x2 table 1: Quality score:

Sadzot, concomitant controls 129 Population studied: AD vs. NON-AD DEMENTIAS ¢ Representative sample- 1

Maquet, AD- 65 Criteria for PET positivity: Temporo-parietal bilateral o Setting/selection described- 1

etal. Dates of data collection: RN -MCI: 0 or unilateral e Scanner described- 1

(1994) - Mild: 16 AD present Non-AD dementia Total e Standard criteria for interpretation- 1
Location: Liége, Belgium PET+ 56 25 1 e Test reader blinded- 1

#1090 ) . - McBlevate: 28 PET- 9 39 8 o Results categorized by disease
Setting: patients referred for | Controls- 64 (19 Total 65 64 4hs

PET for differential diagnosis

PET characteristics:

e Scanner model- Neuro
ECAT

e Resolution- transverse

12.4 mm, axial 15 mm, at

FWHM

Acquisition mode- NR

Acquisition time- 40 min

Dose of FDG- 8 mCi

State of patient- resting,

minimal noise, eyes closed

o Criteria for diagnosis-
quantitative

o Assessment- blindly

Criteria for diagnosis of AD:
Clinical diagnosis

[5 AD patients had a
histopathological
confirmation of diagnosis]

degenerative dementias
+ 45 other dementias)

Inclusion criteria:
Patients referred for
differential diagnosis of
dementia
NINSA-ADRA criteria
for AD

Exclusion criteria: NR

Age (mean 1£gp):
AD-659+74
Controls (degenerative
dementia)- 59.5 + 10.6

Gender (male/female):
AD- NR
Controls- NR

Race: NR
AD- NR
Controls- NR

Length of follow-up: NR

SENSITIVITY: 86% SPECIFICITY: 61%

Sensitivities for sub-groups of AD

Sub-population studied: MILD AD

AD present
PET+ 12
PET
Total 16

SENSITIVITY: 75%

Sub-population studied: MODERATE AD

AD present
PET+ 22
PET(

Total, 25

SENSITIVITY: 88%

Sub-population studied: SEVERE AD

AD present
PET+ 22
PET(

Total, 24

SENngIVITY: 92%

severity- 1

Follow-up complete- 0

o Diagnosis confirmation done on the
basis of long-term follow-up- 0

Total score: 6
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Study Design and PET characteristics Patient population Results Quality Score/Notes
Silverman D, | Design: case series No. of subjects: 2x2 table 1: Quality score:
Small G, 97 with pathologically Population studied: AD confirmed by autopsy vs. | « Representative sample- 0
Chang C, et | Dates of data collection: 1984-2000 | confirmed diagnosis of AD Other causes of dementia/no cause of dementia | « Setting/selection described-
al. - 41 patients with Criteria for PET positivity: Hypometabolism 1
(2001) Location: Los Angeles, CA, questionable or mild AD present AD absent Total e Scanner described- 1
Berkeley, CA, Bethesda, MD, dementia at time of PET+ 91 11 102 e Standard criteria for
#4250 Durham, NC, Philadelphia, PA, diagnosis PET- 6 36 interpretation- 1
Liege, Belgium, KdIn, Germany Total 97 41 138

Setting: centers for AD

PET characteristics:

e Scanner model- Siemens/CTI
ECAT 831 or 931, ECAT EXACT
HR or HR+ (CTI, Knoxville, TN) in
California. NR for other centers

¢ Resolution- NR

e Acquisition mode- NR for each
center

e Acquisition time- 40 min in
California, NR for other centers

¢ Dose of FDG- 10 mCi or 370
MBq in California, NR for other
centers

o State of patient- eyes openin a
dimly lit, quiet room in California,
NR for other centers

o Criteria for diagnosis-
progression = (1) focal cortical
hypometabolism in parietal,
temporal, and/or frontal lobes, or
(2) diffuse hypometabolism in
associative cortex with relative
sparing of sensorimotor cortex, or
(3) a pattern of cerebral
metabolism pathognomonic for a
known neurodegenerative
disease associated with
progressive cognitive decline

e Assessment- blind

Criteria for diagnosis of AD:
Histopathological diagnosis

Controls — 23 patients with
other pathologically
confirmed diagnosis of
dementia, 16 patients
without confirmed cause of
dementia at autopsy

- 14 patients with
questionable or mild
dementia at time of
diagnosis

Inclusion criteria:

Patients evaluated with PET
and who had subsequent
neuropathological
examination

Exclusion criteria: NR

Age (mean £gp):
NR

Gender (male/female):
AD- NR
Controls- NR

Race:
AD- NR
Controls- NR

Length of follow-up:
autopsies performed an
average of 2.9 years after
PET (range- 0.1-9.5 years)

SENSITIVITY: 93.8%
an SPECIFICITY:73.2%

oY

2x2 table 2:

Population studied:

Patients with questionable or mild dementia at
time of PET, AD confirmed by autopsy vs. Other
causes of dementia/no cause of dementia
Criteria for PET positivity: Hypometabolism

AD present AD absent Total
PET+ 39 4
PET- 2 12
Total 41 14 55

SENSITIVITY: 95.1%
... SPECIFICITY P1.4%

LAv

2x2 table 3:
Population studied:

Patients with moderate to severe dementia at
time of PET, AD confirmed by autopsy vs. Other
causes of dementia/no cause of dementia
Criteria for PET positivity: Hypometabolism

AD present AD absent Total
PET+ 52 7
PET- 4 24
Total 56 27 83
SENSITIVITY: 92.8% SPECIFICITY: 74.1%
20

e Test reader blinded- 1

¢ Results categorized by
disease severity- 0

e Follow-up complete- 1

¢ Diagnosis confirmation done
on the basis of long-term
follow-up- 1

Total score: 6
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Appendix A: American Academy of Neurology Guidelines

Practice Parameter: Diagnosis of dementia (an evidence-based review)

Report of the Quality Standards Subcommittee of the American Academy of Neurology

The recommendations made are —

1. The DSM-III-R definition of dementia is reliable and should be used (Guideline)

2. The National Institute of Neurologic, Communicative Disorders and Stroke-ADD and Related
Disorders Association (NINCDS-ADRDA) or the Diagnostic and Statistical manual, 3" edition,
revised (DSM-IIIR) diagnostic criteria for AD and clinical criteria for Creutzfeldt-Jacob disease
(CJD) have sufficient reliability and validity and should be used (Guideline). Diagnostic criteria for
vascular dementia, dementia with Lewy bodies, and frontotemporal dementia may be of use in
clinical practice (Option) but have imperfect reliability and validity.

3. Structural neuroimaging with a non-contrast CT or MR scan in the initial evaluation of dementia is
appropriate. Because of insufficient data on validity, no other imaging procedure is recommended
(Guideline). There are no currently genetic markers recommended for routine diagnostic
purposes (Guideline). The CSF 14-3-3 protein is useful for confirming or rejecting the diagnosis of
CJD (Guideline).

4. Screening for depression, B12 deficiency, and hypothyroidism should be performed (Guideline).
Screening for syphilis in patients with dementia is not justified unless clinical justification for

neurosyphilis is present (Guideline).

(Knopman, DeKosky, Cummings, et al., 2001)
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Appendix B: Definitions

1. Dementia — The Diagnostic and Statistical Manual (DSM-IV) (McKhann, Drachman, Folstein, et
al., 1984) of the American Psychiatric Association requires that for a diagnosis of dementia the
diagnostic criteria of — “the development of multiple cognitive deficits that include memory
impairment and at least one of the following: aphasia, apraxia, agnosia, or a disturbance in

executive functioning”.

2. Mild Cognitive Impairment- Mild cognitive impairment refers to the clinical state of individuals who

are memory impaired but are otherwise functioning well and do not meet clinical criteria for

dementia (Petersen, Stevens, Ganguli, et al., 2001).

3. Alzheimer’s disease — In 1984, the Work Group convened by the National Institute of

Neurological and Communicative Disorders and Stroke (NINCDS) and the Alzheimer’s Disease
and Related Disorders Association (ADRDA) published criteria that standardized the diagnosis of
AD (McKhann, Drachman, Folstein, et al., 1984) —

In a demented person, probable AD is present when dementia is characterized by gradual onset
and progression and when other systemic or brain disorders that potentially could cause
dementia are absent. Possible AD is diagnosed if there are variations in the presentation or
course of dementia or when other potentially dementing disorder (e.g., stroke) is present but is
believed not to be responsible for dementia. The term definite AD is reserved for cases of
clinically diagnosed AD in which there is histopathological confirmation by cerebral biopsy or
autopsy.

4. Staging Instruments for Alzheimer’s disease - Several clinical rating scales can be used to

provide a global measure of the severity of dementia. They are sensitive indicators of cognitive
change. The Clinical Dementia Rating is a five point ordinal scale, assesses cognitive ability by
structured informant interview and patient testing in six domains with individual descriptors for
each level of severity in each domain. The Global Deterioration Scale (GDS) and the CAMDEX
are other instruments that can also be used.

We have used the CDR scale, since this is the scale that the CERAD has utilized to grade its
patients, and since that is the data set that we have used in some parts of our analysis. This

scale designates 1 as mild dementia, 2 as moderate and 3 as severe dementia. (Appendix C)
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Mild dementia (CDR stage 1) — Memory impairment in these individuals interferes with their
daily activities. There are growing difficulties handling complex problems and managing
independence in household responsibilities and daily activities (Scinto and Daffner,2000).

Moderate dementia (CDR stage 2) — These individuals exhibit significant memory loss,
frequent disorientation, impairment of social judgment, and an increasing need for supervision in
their daily living activities (Scinto and Daffner,2000).

Severe dementia (CDR stage 3 and beyond) — Patients are totally dependent on others for
personal care and everyday problem solving (Scinto and Daffner, 2000; McKhann, Drachman,
Folstein, et al., 1984; Petersen, Stevens, Ganguli, et al., 2001).
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Appendix C: Clinical Dementia Rating (CDR)

Impairment
None Questionable Mild Moderate Severe
0 0.5 1 2 3
Memory No memory loss or | Consistent slight Moderate memory | Severe memory Severe memory
slight inconstant forgetfulness; loss; more loss; only highly loss; only
forgetfulness partial recollection | marked for recent | learned material fragments remain
of events; events; defect retained; new
“benign” interferes with material rapidly
forgetfulness everyday activities | lost
Orientation Fully oriented Fully oriented Moderate difficulty | Severe difficulty Oriented to
except for slight with time relation(] | with time relation] | person only
difficulty with time | ships; oriented for | ships; usually
relationships place at disoriented in
examination; may | time, often to
have geo-graphic | place
disorientation
elsewhere
Judgment & Solves everyday Slight impairment | Moderate difficulty | Severely impaired | Unable to make
problem solving problems well; in solving in handling in handling judgments or
judgment good in problems, problems, problems, solve problems
relation to past similarities, similarities, similarities,
performance differences differences; social | differences; social
judgment usually | judgment usually
maintained impaired
Community Independent Slight impairment | Unable to function No pretense of independent function
affairs function at usual in these activities | independently at outside home
level in job, these activities Appears well Appears too ill to
shopping, though may still enough to be be taken to

business and
financial affairs,
volunteer and
social groups

be engaged in
some; appears
normal to casual
inspection

taken to functions
outside a family
home

functions outside
a family home

Home & hobbies | Life at home, Life at home, Mild but definite Only simple No significant
hobbies, hobbies, impairment of chores preserved; | function in home
intellectual intellectual function at home; | very restricted
interests well interests slightly more difficult interests, poorly
maintained impaired chores sustained

abandoned; more
complicated
hobbies and
interests
abandoned
Personal care Fully capable of self care Needs prompting | Requires Requires much

assistance in
dressing, hygiene,
keeping of
personal effects

help with personal
care; frequent
incontinence
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Appendix C (ctd).

Note: Score only as decline from previous usual level due to cognitive loss, not impairment due to other
factors.

From Berg, L. Mild senile dementia of the Alzheimer type. In: Elizan, T.S., ed. Parkinson’s Disease,
Alzheimer’s Disease, and the Aging Brain, Mt. Sinai Journal of Medicine, Vol. 55, pp. 87-96, 1988.
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Appendix D:
Markov model
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Appendix E: Data Abstraction Form

PET SCANNING FOR ALZHEIMER’S DISEASE

Reviewer: First Author & Year: ProCite #

STUDY DESIGN (check one):

RCT
Randomization method: Sealed envelope

Date/Chart #

Not described

Other Describe:
Cohort

Case Series, no controls, n =

Case Series, historical controls, n =
Case Series, concomitant controls, n =
Not Specified or unable to classify

STUDY LOGISTICS:
Inclusive dates of data collection (specify month and year):

From to

Geographic Location (in US give city and state; outside of US give city and country):

PATIENT POPULATION:

N = Clarify as needed:

Study Setting: (check all that apply)
Inpatient
General outpatient clinics/ physician office
Neurologist clinic/office
Alzheimer’s/ Cognitive impairment clinic
Not specified or unable to determine
Other Describe:

Inclusion Criteria (briefly describe):

Exclusion Criteria (briefly describe):
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PET TECHNICAL CHARACTERISTICS :

(A) Scanner type -
Dedicated / Coincident / Camera-based

(B) Scanner Model -
GE advanced / Siemens ECAT / Siemens ECAT HR / Seimens EXACT HR plus / any other

(C ) Resolution specified—
Intrinsic / Image / both / neither mentioned
Details of resolution (numerical values):

(D) Acquisition mode -
2-D / 3-D / not mentioned

(E) Acquisition time -
/ Not mentioned

(F) Injected dose of FDG -
__ I Not mentioned

(G) State of patient during testing -

With minimal sensory stimulation / Eyes closed and ears plugged / any other circumstances /not
mentioned

CRITERIA USED FOR DIAGNOSIS OF AD :
PET done -
Qualitatively / Quantitatively / not mentioned

Criteria used for diagnosis - Bilateral, symmetrical, posterior parietal hypo metabolism /
Bilateral asymmetrical, posterior parietal hypo metabolism /
unilateral, posterior parietal hypo metabolism

ASSESSMENT :

Done blindly / not done blindly / not mentioned
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SUBJECT CHARACTERISTICS:

1) Specify Control Group

2) Use "NR" to indicate "Not reported”

RESULTS
(Use 1 sheet for each combination of population and positivity criteria)
Population/subpopulation studied:

Criterion for PET positivity:

Control Group AD group
Age:
Mean
SD
Median
Range
Race: White n= / % n= / %
Black = / % = / %
Hispanic = / % n= / %
Other n= / % n / %
Gender:
Male n= / % n= / %
Female n= / % n= / %
No.:
OK | n= / % n= / %
MCI = / % n= / %
Mild dementia | n = / % n= / %
Moderate dementia | n = / % n= / %
Severe dementia | n / % n= / %

Length of follow-up:

Mean

SD

Median

Range

Criterion for diagnosis of AD: Clinical diagnosis / Histopathological
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AD present

AD absent

Total

PET positive

PET negative

Total

Sensitivity —

Specificity —

Prevalence —

Use space below to develop a table:

SCORE FOR PAPER:

(Please assign a score of 0 if the paper did not adequately meet the criterion, or if the data was inadequate

to determine the criterion, and assign a score of 1 if the paper met the criterion.)

1. The study had a representative sample of patients with an
appropriate spectrum of disease.

2. The setting and selection of the population under

investigation was clearly described.
3. The scanner model (pg. 2, A) or the type and the resolution

of the scanner (pg. 2, B and C) were mentioned.

4. Standard criteria were used for test interpretation. (see pg. 2)

5. The test reader and the person assigning reference

standard diagnosis was blinded.

6. The results were categorized by disease severity.
7. The follow-up was complete (no verification bias).

0/1

0/1

0/1
0/1

0/1
0/1
0/1
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8. Histopathological or clinical confirmation was done on the
basis of a long-term (>=one year) follow-up with standard criteria. 0/1

Total score =

PAPER RATING -

(<4=POOR, 4-6 = FAIR, >7 = GOOD)

POOR / FAIR / GOOD

Page nos. from the article used to develop table data —

Notes -
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