Evidence Table 4.  Question 4 – Studies evaluating the accuracy of various strategies for predicting hyperbilirubinemia – Part I


	Author, Year
	Demographics
	Inclusion Criteria
	Exclusion Criteria
	Study Design

	Awasthi, 1998

[#20234451]
	Location: India

Setting: Hospital

Study period: 9/1993 to 9/1994

Mean GA (range): 28% “preterm”

Mean BW (range): 2.73(0.43 Kg

Mean Apgar score at 1 min: ND

Breastfed proportion: 28% within 12 hrs

Male: ND

Race: ND

Enrolled subjects: 654

Evaluated subjects: 274

Number of centers: 1
	Newborns born between 4am and 4pm on weekdays and whose SB were measured within 18-24 hrs of birth and then daily for the next 4 days
	Asphyxia (Apgar score < 5 at 5 min and/or requiring intubation lasting for > 4 min)

Rh incompatibility

Life threatening congenital malformations

Mothers with gestational DM or history of drugs affecting the fetal liver
	Prospective cross-

sectional study

	Bhutani, 1999

[#99117600]
	Location: US

Setting: Hospital

Study period: 1993-1997

Mean GA (range): 38.7(1.3 wk

Mean BW (range): 3318(457 g

Mean Apgar score at 1 min: ND

Breastfed proportion: 50% breastfed, 41% formula-fed, 10% breastfed+supplement

Male: 50%

Race: 43% White, 41% Black, 4% Hispanic, 4% Asian, 8% Other

Enrolled subjects: 13,003

Evaluated subjects:  2840

Number of centers: 1
	Healthy term and near-term AGA newborns (BW(2000 g for GA(36 wks or BW(2500 g for GA(35 wks)

Completed all requirements for the follow-up and had at least 1 post-discharge SB measurements
	Neonatal illness

Positive direct Coombs’ test

TSB measured after PhotoRx

TSB not measured at hospital laboratory

Requiring PhotoRx before 60 hours to control unexplained rapidly rising TSB (18)

Transferred to ICU (118) 
	Prospective cross-

sectional study

	Carbonell, 2001

[#21130776]

*also in   Evidence Table 5.1
	Location: Spain

Setting: Hospital

Study period: 4/21/1998 to 12/31/1998 (phase I); 1/1/1999 to 12/31/1999 (phase II)

Mean GA (range): 39 (37-42) wk

Mean BW (range): 3230(491 g

Mean Apgar score at 1 min: ND 

Breastfed proportion: 90%

Male: ND

Race: ND

Enrolled subjects: 2004 (610 in phase I; 1394 in phase II)

Evaluated subjects:  574 in phase I; 865 in phase II

Number of centers: 1
	Not clear

“Healthy term newborns”
	ND 
	Prospective cross-

sectional study

	Knudsen, 1989

[#89189829]
	Location: Denmark

Setting: Hospital

Study period: 12/1986 to 4/1987

Mean GA (range): 

Sample 1: 39.9(2.1 wk

Sample 2: 40.0(1.5 wk

Mean BW (range): 

Sample 1: 3406(631 g

Sample 2: 3550(524 g

Mean Apgar score at 1 min: 

Sample 1: 9.26(1.51

Sample 2: 9.32(1.56

Breastfed proportion: ND

Male: ND

Race: ND

Enrolled subjects: 291

Evaluated subjects: 291

Number of centers: 1
	Not clear

No cases of rhesus disease

No mother with DM
	ND
	Prospective 

cohorts

	Knudsen, 1992

[#92306741]

*also in  Evidence Table 5.1
	Location: Denmark

Setting: Hospital

Study period: ND

Mean GA (range): 40 (38-43) wk

Mean BW (range): 3495 (2571-4456) g

Mean Apgar score at 1 min: 9.8 (7.1-10.0)

Breastfed proportion: ND

Male: 50%

Race: ND

Enrolled subjects: 138

Evaluated subjects: 138

Number of centers: 1
	Not clear

“Mature newborns”
	“Sick newborns”

Rhesus sensitization
	Prospective cross-

sectional study

	Newman, 2000

[#20529193]
	Location: US

Setting: Hospital

Study period: 1995 to 1996

Mean GA (range): ( 36 wk

Mean BW (range): > 2000 g

Mean Apgar score at 1 min: ND

Breastfed proportion: ND

Male: 

Cases: 67%

Controls: 54%

Race: 

Cases: 44% White, 4% Black, 15% Hispanic, 32% Asian; 5% Others

Controls: 49% White, 9% Black, 22% Hispanic, 17% Asian; 3% Others

Enrolled subjects: 75 Cases; 427 Controls

Evaluated subjects: 73 Cases; 423 Controls

Number of centers: 11
	All: BW > 2000 g; GA > 36 weeks

Cases: TSB within the first 30 days of life ( 25 mg/dl

Controls: randomly selected sample with TSB < 25 mg/dl
	Cases: GA < 36 weeks (2)

Controls: hospitalization record not found (1); BW or GA didn’t meet criteria (3)
	Case-control study

	Okuyama, 2001

[#AN - 1472573]
	Location: Japan

Setting: Hospital

Study period: 1/1/1995 to 2/29/1996

Mean GA (range): 39.3 (37.3-41.6) wk

Mean BW (range): 3108 (2514-3788) g

Mean Apgar score at 1 min: 8.7

Breastfed proportion: 4% exclusive breastfed, 12% formula-fed; 84% mixed-fed

Male: 51%

Race: 100 Asian (assumed)

Enrolled subjects: 51

Evaluated subjects: 51

Number of centers: 1
	Inborn infants, GA ( 37 weeks and BW ( 2500 g
	Maternal smoking

Diabetic mother

Hemolytic disease

Polysythemia
	Prospective cross-

sectional study

	Risemberg, 1977

[#77156212]
	Location: US

Setting: Hospital

Study period: ND

Mean GA (range): Term

Mean BW (range): ND

Mean Apgar score at 1 min: ND

Breastfed proportion: ND

Male: ND

Race: ND

Enrolled subjects: ND

Evaluated subjects: 91 Cases; 30 Controls

Number of centers: ND
	Cases: term newborns of heterospecific pregnancies

Control: term infants of homospecific pregnancies

None of subjects received PhotoRx or exchange transfusion
	Six infants transferred to other neonatal program. All of them had severe hyperbilirubinemia


	Prospective 

cohorts

	Seidman, 1999

[#20110115]
	Location: Israel

Setting: Hospital

Study period: 10/29/1995 to 12/31/1995

Mean GA (range): 39.8(1.3 wk

Mean BW (range): 3250(455 g

Mean Apgar score at 1, 5 min: 8.8(0.6, 9.5(0.7

Breastfed proportion: 61% exclusive breastfed, 7.3% non-breastfed; 31% partial breastfed

Male: 47%

Race: 72% Jewish, 26% Arab, 2% Others

Enrolled subjects: 1177

Evaluated subjects: 1177

Number of centers: multiple
	Healthy full-term (GA ( 37 wk) infants
	ABO or Rh incompatibility

Coomb’s test positive

G6PD deficiency
	Prospective cross-

sectional study

	Stevenson, 2001

[#11433051]
	Location: US + International

Setting: Hospital

Study period: 2/20-1998 to 2/22/1999

Mean GA (range): ( 35 wks

Mean BW (range): ND

Mean Apgar score at 1 min: ND

Breastfed proportion: 35%

Male: 49%

Race: 33% White, 16% Black, 4% Hispanic, 39% Asian, 8% Other

Enrolled subjects: 1895

Evaluated subjects: 1370

Number of centers: 9
	GA ( 35 wks and if enrollment could be completed within the first 36 hours of life
	Neonatal illness that would require admission to NICU before 24 hours

Sever congenital anomalies

Infants in incubators, who had pulmonary disease requiring oxygen or ventilatory assistance, who had significant nasal obstruction, who had BW ( 850 g or who had respiratory rates ( 10 or ( 100 breaths pre min

Didn’t participate in the testing (88)

Lost to follow-up (272)

Technical problem (131)

Couldn’t be tested with the Co-Stat (32)

Didn’t adhere to the study protocol (175)

TcB instead of TSB (131)
	Prospective cross-

sectional study


	Author, Year
	Disease/Condition Type (N)


	Strategies for Predicting Hyperbilirubinemia
	Definition of True Positive
	Reference Standard

	Awasthi, 1998

[#20234451]
	Healthy term and preterm infants (274)
	Serum bilirubin at 18-24 hours
	SB > 3.99 mg/dl at 18-24 hours in predicting peak SB > 15 mg/dl
	Laboratory-base assay of TSB: spectrophotometry on Toyo Bilirubin Analyzer

	Bhutani, 1999

[#99117600]
	Healthy term and near-term AGA newborns (2840)
	Hour-specific bilirubin percentiles
	Predischarge risk zone ( 40th %tile, ( 75th %tile, and ( 95th %tile in predicting subsequent significant hyperbilirubinemia (subsequent risk zone ( 95th %tile)
	Laboratory-base assay of TSB: 2,5-DPH diazo method

	Carbonell, 2001

[#21130776]

*also in  Evidence Table 5.1
	Healthy term infants (574 in phase I + 865 in phase II)
	Cord bilirubin level

Serum bilirubin at 24 and 48 hours
	SB ( 17 mg/dl in the first 4 day of life
	Laboratory-base assay of TSB: Bilirubinometer Bil-Red by direct reading at 461 mcm

	Knudsen, 1989

[#89189829]
	Healthy term infants (291) - 

Sample 1: Jaundiced infant (84)

Sample 2: Non-jaundiced infant (207)

Mean TSB in the 84 infants with clinical jaundice was 185 (110-330) (mole/l

Coomb’s test positive (1)

Receiving PhotoRx (11)

No exchange transfusion
	Cord bilirubin level
	CB > 40 (mole/l in predicting clinical jaundice (visual assessment by 7 observers)

CB > 40, > 35, > 30, > 25; > 20 (mole/l in predicting PhotoRx (clinical jaundice following TSB 170 (mole/l for infants BW 1500-2000 g, 200 (mole/l for infants BW 2000-2500 g; 250 (mole/l for infants BW > 2500 g)
	Laboratory-base assay of TSB: standard method of Blom and Doumas

	Knudsen, 1992

[#92306741]

*also in  Evidence Table 5.1
	Healthy term infants (138)

Six infants received PhotoRx (6)

Median CB was 32.3 (20-45.5) (mol/l

Median TcB at day 1 was 8.48 (5.0-12.5)
	Cord bilirubin level
	CB ( 20, ( 25, ( 30, ( 35; ( 40 in predicting SB > 11.7 mg/dl (or 200 (mole/l) at day 3
	Laboratory-base assay of TSB: at 3rd postnatal day, by standard direct spectroscopic method

	Newman, 2000

[20529193]
	Near-term or term infants (496) – 

Cases: infants with hyperbilirubinemia (73)

Controls: infants without hyperbilirubinemia (423)
	Risk index = 6 (Exclusive breastfeeding) + 6 (Family history of jaundice in a newborn)+ 4 (Bruising noted) + 4 (Asian race) + 3 (Cephalhematoma noted) + 3 (Maternal age ( 25 y) + 1 (Male sex) –2 (Black race) + 2 (40-GA)
	Risk index > 10 in predicting maximum TSB ( 25 mg/dl in infants without early jaundice
	Laboratory-base assay of TSB: data from the KPMCP integrated laboratory information system

	Okuyama, 2001

[#1472573]
	Full-term infants (51)
	End-tidal CO (ETCOc), measured every 6 hrs during the first 72 hours of life
	ETCOc ( 1.6 p.p.m. at 36 hours of age; ( 1.8 p.p.m. at 42, 48, and 60 hours of age, in predicting hyperbilirubinemia (peak SB ( 15 mg/dl)
	Laboratory-base assay of TSB: TcB were measured every 12 hours during the first 5 days. When TcB ( 22, TSB was measured with UB analyzer

	Risemberg, 1977

[#77156212]
	Term infants (121) –

Cases: newborns of heterospecific pregnancies (91)

Controls: infants of homospecific pregnancies (30)


	Cord bilirubin level

Serum bilirubin at 12 hours and 24 hours
	CB > 4 mg/dl (or 68 (mole/l) in predicting SB > 16 and ( 10 mg/dl at 36 hours of age

SB at 12 hours of age > 10 mg/dl in predicting SB > 16 and ( 10 mg/dl at 36 hours of age

SB at 24 hours of age > 15 mg/dl in predicting SB > 16 and ( 10 mg/dl at 36 hours of age
	Laboratory-base assay of TSB: assumed

	Seidman, 1999

[#20110115]
	Healthy FT infants (1177)
	Day 1 TSB

Prediction model: day1 TSB, the change in TSB from day 1 to day 2, maternal age and education, blood type O, and full breastfeeding
	Day 1 TSB > 5 mg/dl in predicting hyperbilirubinemia (TSB > 10 mg/dl at day 2, > 14 mg/dl at day 3; and, > 17 mg/dl at day 4 or 5)

All model variables in predicting hyperbilirubinemia

All variables without day 1 TSB in predicting hyperbilirubinemia

Prediction only by day 1 TSB (per 1 mg/dl)
	Laboratory-base assay of TSB: Unistat Bilirubinometer

	Stevenson, 2001

[#11433051]
	Term infants
	ETCOc at 36(6 hrs

TSB at 36(6  hrs

Combine ETCOc and TSB at 36(6  hrs
	ETCOc ( population mean (1.48(0.49 p.p.m.) in predicting TSB ( 95th %tile

TSB 75th-95th %tile in predicting TSB ( 95th %tile

Combined ETCOc and TSB (either an TSB between 75th and 95th %tile or an ETCOc ( population mean or both @ 36(6 hrs) in predicting subsequent TSB ( 95th %tile
	Laboratory-base assay of TSB: each site used its own clinical laboratory and method


	Author, Year
	Results
	Biases or Limitations
	Comments

	Awasthi, 1998

[#20234451]
	For SB > 3.99 mg/dl at 18-24 hrs in predicting peak SB > 15 mg/dl in term and preterm infants (N=274), the sensitive, specificity, PPV, and NPV was 69%, 66%, 23%, and 93%, respectively. The prevalence of hyperbilirubinemia (peak SB > 15 mg/dl) was 12.8% (35/274)

Stratified analysis to test the association between peak SB > 15 mg/dl and the prediction test found a significant interaction between feeding types within 12 hrs of birth. The crude OR for prediction test positive when breastfeeding within 12 hrs of birth was 29 (95%CI 3.53-640); if the infant was not breastfed, the crude OR was 2.01. 
	None stated
	Study was privately funded

Internal validity: A

	Bhutani, 1999

[#99117600]


	Predischarge Risk Assessment:
	None stated
	Study was hospital funded

Internal validity: A

	
	Risk Zone or Risk Index
	Total # of Subject
	Outcome present
	Outcome absent
	Likeli-hood Ratio
	Proba-bility of Disease
	
	

	
	High-risk (> 95th %tile)
	172
	68
	104
	14.08
	2/5
	
	

	
	Upper–intermediate (76th – 95th %tile)
	356
	46
	310
	3.20
	1/8
	
	

	
	Lower – intermediate (40th – 75th %tile)
	556
	12
	554
	0.48
	1/46
	
	

	
	Low-risk (< 40th %tile)
	1756
	0
	1756
	0
	0
	
	

	
	For healthy near-term or term infants (N=2840), the sensitive, specificity, PPV, and NPV (predischarge risk zone ( 95th %tile in predicting subsequent TSB ( 95th %tile) was 54%, 96%, 40%, and 98%, respectively.

For healthy near-term or term infants (N=2840), the sensitive, specificity, PPV, and NPV (predischarge risk zone ( 75th %tile in predicting subsequent TSB ( 95th %tile) was 91%, 85%, 22%, and 99.5%, respectively.

For healthy near-term or term infants (N=2840), the sensitive, specificity, PPV, and NPV (predischarge risk zone ( 40th %tile in predicting subsequent TSB ( 95th %tile) was 100%, 65%, 12%, and 100%, respectively.

PhotoRx was usually initiated when at least 2 consecutive TSB values were in the high-risk zone. This occurred in a total 117 out of 2480 newborns (4.1%). None of newborns in the low-risk zone received PhotoRx. No newborn in the study required an exchange transfusion or developed a TSB ( 25 mg/dl

None developed acute signs of bilirubin encephalopathy

No kernicterus at 1 year of age according to the telephone interviews.
	
	

	Carbonell, 2001

[#21130776]

*also in  Evidence Table 5.1
	For healthy term infants (N=585), the sensitive, specificity, PPV, and NPV (Cord bilirubin ( 37 (mole/l in predicting SB ( 17 mg/dl) was 22%, 95%, 12%, and 97%, respectively.

For healthy term infants in the phase I study (N=169), the sensitive and specificity ESB ( 6 mg/dl @ 24 hrs in predicting SB ( 17 mg/dl) was 100% and 46%. The sensitive and specificity (SB ( 9 mg/dl @ 48 hrs in predicting SB ( 17 mg/dl) was 100% and 64%

For healthy term infants in the phase II study (N=423, the sensitive and specificity ESB ( 6 mg/dl @ 24 hrs in predicting SB ( 17 mg/dl) was 100% and 60%. The sensitive and specificity (N=830) (SB ( 9 mg/dl @ 48 hrs in predicting SB ( 17 mg/dl) was 98% and 45%.
	None stated
	No data on funding source

Internal validity: A

	Knudsen, 1989

[#89189829]
	For infants with clinical jaundice, judged by visual assessment (N=84), the sensitive, specificity, PPV, and NPV (Cord bilirubin > 40 (mole/l in predicting PhotoRx) was 36%, 96%, 57%, and 91%, respectively.

Different thresholds of cord bilirubin as a test for development of clinical jaundice in all term infants (N=291) were analyzed:

The sensitive, specificity, PPV, and NPV was 13%, 99%, 85%, and 72%, respectively, when CB > 40 (mole/l was used as the cutoff point.

The sensitive, specificity, PPV, and NPV was 31%, 95%, 72%, and 75%, respectively, when CB > 35 (mole/l was used as the cutoff point.

The sensitive, specificity, PPV, and NPV was 58%, 87%, 67%, and 82%, respectively, when CB > 30 (mole/l was used as the cutoff point.

The sensitive, specificity, PPV, and NPV was 86%, 63%, 51%, and 91%, respectively, when CB > 25 (mole/l was used as the cutoff point.

The sensitive, specificity, PPV, and NPV was 98%, 36%, 41%, and 97%, respectively, when CB > 20 (mole/l was used as the cutoff point.
	Gold standard was not TSB

Only infants with clinical jaundice, judged by visual assessment had TSB measurement

No outline of how clinical jaundice was diagnosed
	Study was privately funded

Internal validity: B

	Knudsen, 1992

[#92306741]

*also in  Evidence Table 5.1
	The prevalence of hyperbilirubinemia in all term infants (N=138) was 20%.

The correlation between cord bilirubin and TSB was significant (Pearson’s r was 0.5).

Different thresholds of cord bilirubin as a test for later development of hyperbilirubinemia (SB > 11.7 mg/dl or 200 (mole/l) in all term infants (N=138) were analyzed:

The sensitive, specificity, PPV, and NPV was 39%, 85%, 39%, and 85%, respectively, when CB > 40 (mole/l was used as the cutoff point.

The sensitive, specificity, PPV, and NPV was 71%, 68%, 36%, and 90%, respectively, when CB > 35 (mole/l was used as the cutoff point.

The sensitive, specificity, PPV, and NPV was 89%, 42%, 28%, and 94%, respectively, when CB > 30 (mole/l was used as the cutoff point.

The sensitive, specificity, PPV, and NPV was 96%, 21%, 24%, and 95%, respectively, when CB > 25 (mole/l was used as the cutoff point.

The sensitive, specificity, PPV, and NPV was 100%, 5%, 21%, and 100%, respectively, when CB > 20 (mole/l was used as the cutoff point.
	Inclusion and exclusion criteria were not clear
	Study was hospital funded

ROC curves were given

Internal validity: A

	Newman, 2000

[#20529193]
	Predischarge Risk Assessment:
	Case-control study (retrospective) is subject to selection bias
	Study was government and privately funded

Internal validity: B

	
	Risk Zone or Risk Index
	Total # of Subject
	Outcome present
	Outcome absent
	Likeli-hood Ratio
	PPV
	
	

	
	Risk Index ( 7
	130
	1
	129
	0.053
	1/15653
	
	

	
	Risk Index 8-10
	121
	6
	115
	0.36
	1/2327
	
	

	
	Risk Index 11-15
	147
	27
	120
	1.5
	1/540
	
	

	
	Risk Index 16-20
	52
	17
	35
	3.3
	1/251
	
	

	
	Risk Index > 20
	11
	8
	3
	18.2
	1/47
	
	

	
	For near-term or term infants without early jaundice (N=461), the sensitive, specificity, PPV, and NPV (Risk Index > 10 in predicting TSB ( 25 mg/dl) was 88%, 61%, 25%, and 97%, respectively.

Of 23 cases exceeded the AAP PhotoRx threshold before their TSB ( 25 mg/dl, only 26% received PhotoRx within 8 hrs of exceeding the threshold. The use of PhotoRx within 8 hrs of the AAP guidelines in the control group and in additional group of 30 randomly selected newborns whose maximum TSB were 20-24.9 mg/dl was only 33%. No significant difference was found between cases and controls.
	
	

	Okuyama, 2001

[#1472573]
	For FT Japanese infants (N=51), the sensitive, specificity, PPV, and NPV (ETCOc ( 1.6 p.p.m. at 36 hours of age in predicting TSB ( 15 mg/dl) was 71%, 61%, 23%, and 93%, respectively. The prevalence of hyperbilirubinemia was 13.7%.

For FT Japanese infants (N=51), the sensitive, specificity, PPV, and NPV (ETCOc ( 1.8 p.p.m. at 42 hours of age in predicting TSB ( 15 mg/dl) was 86%, 80%, 40%, and 97%, respectively.

For FT Japanese infants (N=51), the sensitive, specificity, PPV, and NPV (ETCOc ( 1.6 p.p.m. at 48 hours of age in predicting TSB ( 15 mg/dl) was 86%, 73%, 29%, and 94%, respectively.

For FT Japanese infants (N=51), the sensitive, specificity, PPV, and NPV (ETCOc ( 1.6 p.p.m. at 60 hours of age in predicting TSB ( 15 mg/dl) was 86%, 66%, 29%, and 97%, respectively.
	TcB was used as gold standard

Only infants with TcB ( 22 had TSB measurements
	No data on funding source

ROC curve was given

Internal validity: B

	Risemberg, 1977

[#77156212]
	Test performance was analyzed in infants of heterospecific pregnancies (N=91): 

The sensitive, specificity, PPV, and NPV (CB > 4 mg/dl or 68 (mole/l in predicting SB > 16 mg/dl at 36 hr) was 92%, 100%, 100%, and 99%, respectively.

The sensitive, specificity, PPV, and NPV (CB > 4 mg/dl or 68 (mole/l in predicting SB ( 10 mg/dl) was 43%, 100%, 100%, and 80%, respectively.

The sensitive, specificity, PPV, and NPV (SB > 10 mg/dl at 12 hr in predicting SB > 16 mg/dl at 36 hr) was 100%, 100%, 100%, and 100%, respectively.

The sensitive, specificity, PPV, and NPV (SB > 10 mg/dl at 12 hr in predicting SB > 10 mg/dl at 36 hr) was 46%, 100%, 100%, and 81%, respectively.

The sensitive, specificity, PPV, and NPV (SB > 15 mg/dl at 24 hr in predicting SB > 16 mg/dl at 36 hr) was 100%, 100%, 100%, and 100%, respectively.

The sensitive, specificity, PPV, and NPV (SB > 15 mg/dl at 24 hr in predicting SB > 10 mg/dl at 36 hr) was 46%, 100%, 100%, and 81%, respectively.

Of the 91 infants of heterospecific pregnancies, 13 (14%) developed severe hyperbilirubinemia (SB>16 mg/dl), and 15 (17%) developed moderate hyperbilirubinemia (SB 10-16 mg/dl) at 36 hours of life. All of infants with severe hyperbilirubinemia required exchange transfusion.

31 (34%) of cases had Coomb’s test positive

All of the 30 controls had Coomb’s test negative, and cord bilirubin < 2 mg/dl (34.2 (mole/l). None of them developed significant jaundice.
	Only cases (N=91) were analyzed for test performance

No description of how SB was measured

Subjects’ details were missing
	No data on funding source

Internal validity: B

	Seidman, 1999

[#20110115]
	The prevalence of hyperbilirubinemia in all 1177 healthy FT infants was 5% (60/1177).

The sensitivity of day 1 TSB > 5 mg/dl in predicting hyperbilirubinemia (defined as TSB > 10 mg/dl at day 2, > 14 mg/dl at day 3; and, > 17 mg/dl at day 4 or 5) was 82% (49/60).

Prediction model = day 1 TSB per 1 mg/dl (OR=3.1, 95%CI 2.4-4.1), change in TSB from day 1 to day 2 per 1 mg/dl (OR=2.4, 95%CI 1.9-3.0), maternal age per year (OR=1.1, 95%CI 1.0-1.2), maternal education per year (OR=0.8, 95%CI 0.7-0.9), maternal blood type O (OR=2.9, 95%CI 1.5-5.8), full breastfeeding (OR=0.4, 95%CI 0.2-0.9); day 1 TSB > 5 mg/dl (OR=36.5, 95%CI 15.9-83.6)

For all model variables in predicting hyperbilirubinemia in healthy FT infants (N=1177), the sensitive, specificity, PPV, and NPV was 82%, 83%, 20%, and 99%, respectively.

For all model variables without day 1 TSB in predicting hyperbilirubinemia in healthy FT infants (N=1177), the sensitive, specificity, PPV, and NPV was 58%, 90%, 24%, and 98%, respectively.

For prediction of hyperbilirubinemia only by day 1 TSB per 1 mg/dl in healthy FT infants (N=1177), the sensitive, specificity, PPV, and NPV was 63%, 94%, 37%, and 97%, respectively.
	None noted
	No data on funding source

Internal validity: A

	Stevenson, 2001

[#11433051]
	For tem infants, GA(35 wks (N=1370), the sensitive, specificity, PPV, and NPV (ETCOc > population mean, 1.48(0.49 p.p.m. @36 hrs, in predicting TSB ( 95th %tile) was 77%, 51%, 13%, and 96%, respectively

Four (0.65%) of 620infnats had an STB < 4-th %tile @ 30(6 hrs but subsequently had an TSB ( 95th %tile. The NPV was 99%.

TSB between 75th and 95th %tile @ 36(6 hrs in predicting subsequent TSB ( 95th %tile had 17% PPV and 98% NPV.

The sensitivity, specificity, PPV, and NPV for the combined ETCOc and TSB method (either an TSB between 75th and 95th %tile or an ETCOc ( population mean or both @ 36(6 hrs) was 90%, 65%, 6.4%, and 99%, respectively.

Breastfed infants had significantly higher mean TSB levels @ 96 hrs, compared with those who were formula-fed exclusively.

Mean ETCOc were significantly higher in hyperbilirubinemia (N=120) infants then in non-hyperbilirubinemia infants (N=1250)
	Infants with TSB ( 95th %tile @ 30(6 hrs were excluded from the TSB and combined ROC analyses because they had been found to be hyperbilirubi-nemic by the predicting measurements.
	Study was privately funded

ROC curves were reported

Internal validity: A
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