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5-month and 18-day-old male
Presents to pediatrician with vomiting

Abdominal X-ray shows high small
bowel incomplete obstruction

Conservative treatment is meffective

Exploratory laparotomy reveals a small bowel
tumor at the junction of the jejunum and ileum

Aresection of the tumor for pathological examination

Surgical pathology shows spindle cell
neoplasm with novel BRAF mutation

After surgery. patients were followed up for 8 months

Astromtestinal color Doppler ultrasound
did not show recurrence or metastasis
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Studies/ Blood group Sensitivity Specificity LR+ LR— DOR
participants scenario (95% Crl) (95% Crl) (95% Crl) (95% Crl) (95% Crl)

18 studies; n=10,110 | ABO incompatibility" 0.561 (0.445-0.678) 0.836 (0.716-0908) | 340 (208-5.72) | 0526 (0399~ | 6513 (336-12.20)
1 0.668)

Three studies; n =491 | Rh incompatibility” 0.404 (0.122-0817) 0,899 (0.727-0.946) 360 (0919~ 067 (0207 | 561 (0.90-42.32)
2 1056) 1.013)

Nine studies; 7 =9,561 | ABO/Rh incompatibility | 0.358 (0.196-0.570) 0825 (0.619-0931) | 2055 (108-40) | 0782 (0591~ | 2687 (1.129-581)
3 0.964)
Exchange

‘Three studies; n = 2,652 | ABO incompatibility* 0,836 (0.358-0.996) 0745 (0.403-0927) | 2917 (1.42-5.89) | 0.290 (0.08-0.76) | 1021 (1.89-58.12)
1

Two studies; n=240 | Rh incompatibility” 0,803 (0.342-0973) 0.680 (0253-0921) | 232 (0.70-9.40) | 0.305 (0.04-143) | 896 (047-108.94)
2

Two studies; n =446 | ABO/Rh incompatibility* | 0501 (0.139-0.855) 0.890 (0.670-0949) | 4.26 (1.07-11.93) | 0.574 (0.16-098) | 7.64 (1.09-56.05)
3

Crl, credible interval; LR+, positive likelihood ratio; LR~ negative likelihood ratio; DOR, diagnostic odds ratio; n, sample size; Rh, Rhesus.
“ABO incompatibility: Mother blood group—0 and Rh positive; and neonate blood group—A or B and Rh positive or negative.

"Rh incompatibility: Mother blood group—A, B, AB, or O and Rh negative; and neonate blood group—A, B, AB, or O and Rh positive.
“ABO/Rh incompatibility: Mother blood group—0 and Rh positive; and neonate blood group—A or B and Rh positive or negative OR Mother blood group—A, B, AB, or O and Rh negative
and neonate blood group—A, B, AB, or O and Rh positive.
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Target Blood group DTA No of Factors that may decrease certainty of evidence Rating up the evidence Test
condition scenario measure | studies (n) for the dose-response accuracy

Pooled Risk of | Indirectness | Inconsistency | Imprecision | Publication
point bias bias
estimate

gradient, plausible CoE
confounding, and large
effect

Phototherapy | ABO Sensitivity | 18 studies 056 (0.45-0.68) | Serious® | Not serious Very serious” Serious” 000
incompatibility* 10,110 neonates Very low
Specificity | 18 studies 0.84 (0.72-091) | Serious® | Not serious Serious® Not serious None None ee00
10,110 neonates Low
Rh Sensitivity | Three studies 0.40 (0.12-082) | Serious® | Not serious Very serious™ Very serious' None None e000
incompatibility” 491 neonates Very low
Specificity | Three studies | 090 (0.73-0.95) | Serious® | Not serious Not serious’ Not serious None None ®e00
491 neonates Moderate
ABO/Rh Sensitivity | Nine studies 0.35 (0.19-057) | Serious' | Not serious Serious™ Serious” None None 8000
ility* 9,561 neonates. Very low
Specificity | Nine studies 0.82 (0.62-093) | Serious' | Not serious Not serious” Not serious None None )
9,561 neonates Moderate
DVET ABO Sensitivity | Three studies 084 (0.36-1.00) | Serious® | Not serious Serious? Serious” None None 000
4 2,652 neonates. Very low
Specificity | Three studies 0.74 (0.40-093) | Serious® | Not serious Not serious* Serious' None None [l ele]
2,652 neonates Low
Rh Sensitivity | Two studies 240 | 0.80 (0.34-0.97) | Very Not serious Not serious” Serious™ None None a0O00
incompatibility” neonates serious” Very low
Specificity | Two studies 240 | 0.68 (0.25-092) | Very Not serious Serious* Serious’ None None e000
neonates serious” Very low
ABO/Rh Sensitivity | Two studies 446 | 0.50 (0.14-085) | Very Not serious Not serious™ Serious™” None None 000
incompatibility* neonates serious” Very low
Specificity | Two studies 446 | 0.89 (0.67-095) | Very Not serious Not serious® Not serious None None 000
neonates serious” Low

Crl, credible interval; n, sample size; DVET, Double volume exchange transfusion; Rh, Rhesus.

*ABO incompatibility: Mother blood group—O and Rh positive; and neonate blood group—A or B and Rh positive or negative.

"As assessed by QUADAS-2, in the patient selection domain, 6 out of 18 studies had a high risk of bias, and in the domain, 17 out of 18 studies had a high risk of bias. We did not downgrade further, as blinding to the DAT results might not have had
an impact if the guideline threshold had been used.

“For individual studies, the sensitivity varied markedly from 14% to 92%. We downgraded by two levels as we could not perform meta-regression or subgroup analysis for all covariates.

"We downgraded by one level due to the wide Crls related to the true positives and false negatives.

“For individual studies, the specifcity varied from 46% to 98%. We downgraded by one level as we could not perform meta-regression or subgroup analysis for all covariates.

'Rh incompatibility: Mother blood group—A, B, AB, or O and Rh negative; and neonate blood group—A, B, AB, or O and Rh positive.

“As assessed by QUADAS-2, in the patient selection domain, two out of three studies had a high risk of bias, and in the reference standard domain, two out of three studies had a high risk of bias. We did not downgrade further, as blinding to the DAT results might not
have had an impact if the guideline threshold had been used.

"For individual studies, the sensitivity varied markedly from 8% to 100%. We downgraded by two levels as we could not perform a meta-regression or subgroup analysis for all covariates.

'We downgraded by two levels due to the wide Crls related to the true positives and false negatives.

'We did not downgrade as the specificity varied between 88% and 93%.

“ABO/Rh incompatibility: Mother blood group—O and Rh positive; and neonate blood group—A or B and Rh positive or negative OR Mother blood group—A, B, AB, or O and Rh negative; and neonate blood group—A, B, AB, or O and Rh positive.

‘As assessed by QUADAS-2, in the patient selection domain, three out of nine studies had a high risk of bias, and in the reference standard domain, seven out of nine studies had a high risk of bias. We did not downgrade further, as blinding to the DAT results might not
have had an impact if the guideline threshold had been used.

"For individual studies, sensitivity varied markedly from 12% to 94%. We downgraded by one level as we could not perform a meta-regression or subgroup analysis for all covariates.

"We downgraded by one level due to the wide Crls related to the true positives and false negatives.

*For individual studies, the specifiity varied markedly from 6% to 99%. We did not downgrade as the majority of studies (9 out of 10) had a range from 75% to 99%.

"As assessed by QUADAS-2, in the patient selection domain, one out of three studies had a high risk of bias, and in the reference standard domain, two out of three studies had a high risk of bias. We did not downgrade further, as blinding to the DAT results might not
have had an impact if the guideline threshold had been used.

“For individual studies, the sensitivity varied from 66% to 100%. We downgraded by one level as we could not perform a meta-regression or subgroup analysis for all covariates.

"We downgraded by one level due to the wide Crls related to the true positives and false negatives.

“For individual studies, the specificity varied markedly from 64% to 85%. We did not downgrade.

‘We downgraded by one level due to the wide Crls related to the true negatives and false positives.

“As assessed by QUADAS-2, in the patient selection domain, two out of two studies had a high risk of bias, and in the reference standard domain, one out of two studies had a high risk of bias. We downgraded by two levels.

“Both studies had a sensitivity of 100%, so we did not downgrade.

"We downgraded by one level due to the wide Crls related to the true positives and false negatives.

“Specificity ranged from 58% to 92%. We downgraded by one level.

"We downgraded by one level due to the wide Crls related to the true negatives and false positives.

“As assessed by QUADAS-2, in the patient selection domain, two out of two studies had a high risk of bias, and in the reference standard domain, one out of one study had a high risk of bias. We downgraded by two levels.

“The sensitivity was 50% in both studies

*We downgraded by one level due to the wide Crs related to the true positives and false negatives.

*The specificity was 88% in one study and 92% in the other. We did not downgrade.
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Author, study | Sample
size

design,
country

Gestation
(mean/
median)

Blood

group
scenario

Index test (DAT
method and
timing)

Reference standard
(Bilirubin/Tcb/clinical
examination and
timing)

Target condition
(Treatment
threshold)

Secil, 2024 388 (13) wks Method: gel, Timing: cord | Tcb followed by Bilirubin till | Phototherapy, Threshold:
Retrospective 96 h A
Turkey

2 | Daunov, 2024 579 | 39(38-40) wks | ABO Method: NS, Timing: cord | Bilirubin IVIG, Threshold: AAP
Retrospective
United States

3 Novoselac, 2023 182 39 (39-40) wks | ABO/Rh Method: column agglutination, | Bilirubin (clinical jaundice) Phototherapy, Threshold:
Retrospective negative® Timing: cord (Rh negative) AAP
Croatia and dlinical jaundice (ABO)

4 | Omran, 2023 611 | 39wks ABO* Method: NS, Timing: cord | Tcb followed by Bilirubin Phototherapy, Threshold:
Retrospective AAP
Saudi Arabia

5 Gabbay, 2023 542 394 (36— ABO/Rh Method: NS, Timing: cord Bilirubin or Tcb at 12 and 24 h | Phototherapy, Threshold:
Retrospective 41.7) wks negative® AAP
United States

6 | Duete, 2022 8 NS Rh negative® | Method: NS, Timing; cord | Bilirubin Phototherapy/DVET,
Retrospective ‘Threshold: NS
Brazil

7 | Chowdhary, 2022 426 384375~ ABO* Method: gel, Timing: cord | Bilirubin at 24 h (DAT positive) | Phototherapy/DVET/
Retrospective 392) wks and dlinical jaundice IVIG, Threshold: AAP
India

8 | Kardum, 2020 1360 |39 (38-40) wks | ABO/Rh Method: NS, Timing: cord | Bilirubin or Tcb within 2 days | Phototherapy, Threshold:
Retrospective negative® NICE
Croatia

9 | Alkhater, 2021 251 [38(4)wks | ABO/Rh Method: gel, Timing: cord | Bilirubin [Clinical jaundice, | Phototherapy, Threshold:
Retrospective negative positive DAT, hospital protocol | NICE
Saudi Arabia (IDM and SGA)]

10| Mehta, 2021 158 | Latepreterm | ABO/Rh Method: gel, Timing: cord | Bilirubin before discharge Phototherapy, Threshold:
Retrospective and term negative® AAP
United States

11| Fei, 2020 100|391 (14)wks | ABO® Method: column agglutination | Bilirubin Phototherapy, Threshold:
Retrospective (Fei_A); gel (Fei_B) AAP
United States Timing: cord

12| Ligsay, 2020 6622 | Late preterm | ABO/Rh Method: NS, Timing: cord | Bilirubin Phototherapy, Threshold:
Retrospective and term negative® AAP
United States

13 | Shin, 2019 303 | 38wks ABO/Rh Method: gel, Timing: cord | Bilirubin Phototherapy/DVET,
Retrospective negative® Threshold: AAP
South Korea

14| Alwntas, 2019 8 389 (12) wks | ABO" Method: NS, Timing: cord | Bilirubin at 6, 24 h, and until 15 | Phototherapy, Threshold:
Prospective days AAP
Turkey

15 | Zonneveld, 2017 232 | 38wks Rh negative® | Method: NS, Timing: cord | Bilirubin Phototherapy, Threshold:
Prospective NICE
Suriname

16 | Schutzman, 2010 700 | 39(048)wks | ABO Method: NS, Timing: cord | Bilirubin (cord sample followed | Phototherapy, Threshold:
Retrospective every 8 h in positive DAT) AAP

17 | Tatopoulos 2010 257 | Term ABO® Method: gel, Timing: day 1 | Bilirubin Phototherapy/DVET,
Retrospective ‘Threshold: AAP
United States

18 | Bakkeheim, 2009 9% 398 (393~ ABO* Method: gel, Timing: cord | Bilirubin (clinical jaundice) Phototherapy/DVET/
Prospective 403) wks IVIG, Threshold:
Norway Norwegian

19 | Sarici, 2002 136 | 392(11)wks | ABO' Method: NS, Timing: NS Bilirubin Phototherapy, Threshold:
Prospective AAP
Turkey

20 | Geelkerken, 1999 143 (NS ABO/Rh Method: NS, Timing: cord | Bilirubin Phototherapy/DVET,
Retrospective negative® ‘Threshold: NS
Netherlands

21| Dudin, 1993 1530 | 38wks ABO* Method: NS, Timing: NS Bilirubin within the first week | Phototherapy/DVET,
Retrospective ‘Threshold: NS
Palestinian

22| Diane, 1993 143 |39 (13)wks | ABO' Method: NS, Timing: cord | Bilirubin Phototherapy, Threshold:
Retrospective Cockington
United States

23| Comos, 1991 1933 | 37wks ABO* Method: NS, Timing: cord | Bilirubin in first 2 days Phototherapy, Threshold:
Retrospective Cockington
Spain

24| Brouwers, 1988 200 | 40wks ABO* Method: NS, Timing: cord | Bilirubin Phototherapy, Threshold:
Prospective NS
Netherlands

25 | Meberg, 1998 2335 | Term ABO* Method: NS, Timing: cord | Tcb followed by Bilirubin Phototherapy, Threshold:
Prospective Hillingdon hospital
Norway bilirubin chart

26 | Han, 1988 251 |Ns ABO* Method: column agglutination, | Bilirubin at 24 and 48 h Phototherapy, Threshold:
Prospective Timing: cord NS
Singapore

27 | Whyte, 1981 142 | Term ABO* Method: column agglutination, | Bilirubin Phototherapy, Threshold:
Prospective Timing: cord NS
Scotland

28 | Peevy, 1978 696 | NS ABO* Method: column agglutination, | Bilirubin DVET, Threshold: NS
Retrospective Timing: cord
United States

Wks, weeks; DAT, direct antiglobin test; TcB, transcutaneous bilirubin; AAP, American Academy of Pediatrics; NS, not specified; IVIG, intravenous immunoglobulin; DVET, double volume

exchange transfusion; Rh, Rhesus; NICE, National Institute for Health and Care Excellence; IDM, infant of diabetic mother; SGA, small for gestational age.

“ABO: Mother blood group—O and Rhesus positive; and neonate blood group—A or B and Rhesus positive or negative.

"Rhesus negative: Mother blood group—A, B, AB, or O and Rhesus negative; and neonate blood group—A, B, AB, or O and Rhesus positive.
“ABO/Rhesus negative: Mother blood group—O and Rhesus positive; and neonate blood group—A or B and Rhesus positive or negative OR Mother blood group—A, B, AB, or O and Rhesus
rauntives ] msmats Hnodk mioap—k. B k8. or wod Misue positiee:
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Risk of Bias Applicability concerns

rob_IT rob_RS ac_PS ac_IT ac_RS
1 Secil, 2024 High Low High Low Low Low Low
2 Daunov, 2024 Low Low High Low Low Low Low
3 Gabbay, 2023 Low Low High Low Low Low Low
4 Gabbay, 2023 Low Low High Low Low Low Low
5 Novoselac, 2023 High Low High Unclear High Low Low
6 Omran, 2023 High Low High High Low Low Low
7 Chowdhary, 2022 Low Low High Low Low Low Low
8 Duete, 2022 High Low High Unclear High Low Low
9 Alkhater, 2021 Low Low High Unclear Low Low Low
10 Mehta, 2021 Low Low High Low Low Low Low
11 Kardum, 2021 Low Low Low Low Low Low Low
12 Ligsay, 2020 Low Low High Low Low Low Low
13 Fei, 2020 High Low High Low Low Low Low
14 Fei, 2020 High Low High Low Low Low Low
15 Shin, 2019 High Low High Unclear High Low Low
16 Altuntas, 2019 Low Low High Unclear Low Low Low
17 Zonneveld, 2017 High Low Low Low Low Low Low
18 Schutzman, 2010 Low Low High Unclear Low Low Low
19 Tatopoulos, 2010 Low Low High Low Low Low Low
20 Bakkeheim, 2009 Low Low High Low High Low Low
21 Sarici, 2002 Low Low High Low Low Low Low
2 Geelkerken, 1999 High Low Low High Low Low Low
23 Meberg, 1998 Low Low High Low Low Low Low
2 Dudin, 1993 Low Low High Unclear Low Low Undlear
25 Diane, 1993 Low Low High Low Low Low Low
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Argument Search Terms

Specified drugs | “Alpha-2 agonists” OR “Adrenergic alpha-2 Receptor Agonists” OR “Adrenergic alpha2 Agonists™ OR “Adrenergic alpha-2 Agonists” OR “Agonists
Adrenergic alpha-2” OR “ST-155” OR “ST 155” OR Clonidine Gemiton OR Hemiton OR Isoglaucon OR Klofelin OR Clofelin OR Clopheline OR “M-5041T"
OR “M S041T" OR *Catapres” OR Catapresan OR Catapressan OR Dixarit OR Dexmedetomidine OR “MPV-1440" OR * MPV 140" OR Precedex OR

Dexdomitor OR Sedadex OR Sileo OR Cepedex OR Dexdor OR “D ide” OR ine” OR Igalmi
Symptoms | Neuroirritability OR irritability OR delirium OR agitation OR crying OR insomnia OR dystonia OR dystonicus

Age Child OR Children OR Newborn* OR Infant OR “Preschool Child” OR “Preschool Children” OR Adolescent* OR Teen* OR Teenager* OR Youth* OR
“Adolescent* Female” OR “Female Adolescent®” OR “Adolescent* Male” OR “Male Adolescent™”
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Inclusion criteria

Exclusion criteria

Population |  Patients aged up to 18 years old « Patients over 18 years old
+ Patients with life-limiting, life-threatening or terminal conditions cared by PPC or | « Patients without PPC eligibility criteria
eligible for PPC
Context |+ Pediatric palliative care/hospice « Operative room
« ICU/NICU
+ Home care
Concept |+ Use of alpha-2-agonist agents for treatment of intractable neurological symptoms | « Postoperative agitation or delirium and withdrawal syndrome
(agitation, dystonia, insomnia, persistent crying, neuroirritability, 1UO) « ICU-related delirium
Study + Intervention and observational studies, including case reports and case series | «

Ne h letters, editorials, seminar reviews, conference abstract,
animal studies and non-full text accessible articles

PPC, pediatric palliative Care; ICU, intensive care unit; NICU, neonatal intensive care unit; IUO, irritability of unknown origin.
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