1 Schildwachtklierprocedure vraag
1.1 Randomized controlled trial
	I Study ID
	 II Method
	III Patient characteristics
	IV Intervention(s)
	V Results 
	VII Critical appraisal of study quality

	Multicenter Selective Lymphadenectomy Trial (MSLT-1) Morton et al, 2005, 2006, 2014
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	· RCT
· Source of funding: Grant from the National Cancer Institute Of Health (CA 29605) and Australian and New Zealand Melanoma Trials Group
· Setting: international, mulitcenter (Australia, USA, Europe)
· Sample size: N=1661
· Recruitment : Jan  1994 to March 2002 Follow up  10 year

	· Eligibility criteria: localized cutaneous melanomas Clark Level III Breslow thickness of 1mm or more. Clark Level IV or V: any Breslow thickness.
· Exclusion:
· operative procedure that could have  disrupted lymphatic drainage patterns from the primary site; a history of melanoma or other invasive malignancy within the previous 5 years; life expectancy less than 10 years; primary or secondary immune deficiency; pregnancy

	Wide excision and SNB with immediate lymphadenectomy if nodal micrometastases were detected on biopsy n=533 intermediate; n=186 thick
vs.
 wide excision and postoperative observation of regional lymph nodes with lymphadenectomy

if nodal relapse occurred
n=814 intermediate; n=128 thick

	Intermediate Thickness 1.20 mm-3.50 mm 
Overall survival (Melanoma-specific  survival) : 

HR for death from melanoma in biopsy group 0.84 (95% CI 0.64-1.09) p=0.18

5 year overall survival

86.6% ± 1.3% vs. 85.7% ± 1.6% 
10 year overall survival

81.4%  ± 1.5% vs 78.3% ± 2.0% 
Locoregional recurrence free survival

Not reported

Thick  >3.50 mm 

Overall survival (Melanoma-specific  survival) : 

HR for death from melanoma in biopsy group 1.12 (95% CI 0.76-1.67) p=0.56
5 year overall survival

67.0% ± 3.7% vs.67.5% ± 4.5% 

10 year overall survival

58.9%  ± 4.1% vs 64.4% ± 4.6% 
Locoregional recurrence free survival

Not reported
	Risk of bias
· Central randomisation

· Blinding of assessors not reported; blinding of patients not reported but unlikely
· LTFU SNB:120/805 ; control 68/522; thick SNB: 18/185, control 9/126. 



1.2 observationele studies

	I Study ID
	 II Method
	III Patient characteristics
	IV Intervention(s)
	V Results 
	VII Critical appraisal of study quality

	Satzer et al, 2011; Gutzmer et al, 2005 
 ADDIN EN.CITE 
[4,5]

	· Before-after study with retrospective data collection

· Support not reported; no conflicts of interest declared

· Setting: Hannover Medical University, Germany

· Sample size: N=673
· January 1995- March 2000 (pre-SNB group) and April 2000 and March 2003 (SNB group)
	· Primary cutaneous melanoma with a Breslow thickness of 1 mm or more and no clinical or radiological evidence of melanoma metastasis at the time of diagnosis

· Median thickness 2.0 mm; 17.1% of patients > 4mm; 61% of melanoma´s in the control group were located on the extremities, vs. 49% in the intervention group (p=0.007)
	Wide excision and SNB with completion lymphadenectomy if nodal micrometastases were detected n=296
vs. 
wide excision and postoperative observation of regional lymph nodes with lymphadenectomy

if nodal relapse occurred n=377

	Thickness > 1mm 
Overall survival:
Prolonged survival for SNB group: p=0.049 

5 year overall survival

control: 84.8% vs SNB:  80.3% (no p values reported) 

10 year overall survival

Not reported
Locoregional recurrence free survival

Locoregional cutaneous metastases p=0.19
	· Before-after design (no concurrent control group)

· Retrospective data collection

· Differential follow-up: median 64.0 months (range 5.6–156.8) in the control group and 72.5 months (range 5.8–110.1 months) in the SNB group

· No information on loss to follow-up

· Temporal trend of increased adjuvant interferon-α therapy: 10% of the control group vs. 32% of the SNB group  

· Unadjusted survival analyses

	 Koskivuo et al, 2007 
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	· Before-after study with partial retrospective and partial prospective data collection

· Support and conflicts of interest not reported

· Setting: university hospital in Finland

· Sample size: N=921

· January 1983- September 2001 (pre-SNB group) and October 2001 and December 2006 (SNB group)
	· Cutaneous melanoma, clinical stage I–II, Clark level II–V, all Breslow thickness included

· 94 patients with undetermined Breslow thickness were excluded from the control group

· 47% tumour thickness  1 mm or less

· Patients in the control group had lower Clark levels more frequently
	Wide excision and SNB with immediate lymphadenectomy if nodal micrometastases were detected on biopsy n=141(≤1mm);n=159(>1mm))
vs.
 wide excision and postoperative observation of regional lymph nodes with lymphadenectomy

if nodal relapse occurred
n=292(≤1mm); n=324(>1mm)
	thickness ≤1 mm
Overall survival (Melanoma-specific  survival) : 

Log rank test p=0.51
5 year overall survival

Not reported
10 year overall survival

Not reported
Locoregional recurrence free survival 

Not reported

Thickness  >1 mm

Overall survival (Melanoma-specific  survival) : 

Log rank test p=0.46
5 year overall survival

Not reported
10 year overall survival

Not reported

Locoregional recurrence free survival 

Not reported 
	· Before-after design (no concurrent control group)

· Retrospective data collection of the ´before´ group; prospective data collection of the ´after´ group leads to a risk of detection bias, especially of recurrence, favouring the control group

· Differential follow-up: median 74 months (range 2–281) in the control group and 16 months (range 2-63 months) in the SNB group

· Temporal trend in resection margins: 0.4 to 10 cm in the control group vs. 0.5 to 3 cm in the intervention group 

· Unadjusted survival analyses

	 Leiter et al, 2010 
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	· Before-after study with retrospective data collection

· Support and conflicts of interest not reported

· Setting: university hospital of Tuebingen, Germany

· Sample size: N=879

· January 1991- January 1995 (pre-SNB group) and January 1996 and January2000 (SNB group)
	· Primary cutaneous melanoma with a Breslow thickness of 1 mm or more

· Patients with a follow-up of less than 3 months were excluded

· There were more males in the intervention group, the level of invasion was higher and there were more ulcerated tumours
	SNB procedure and completion lymph node dissection if SNB was positive (n=439)
vs. 
no SNB procedure (n=440)
	Thickness> 1mm

Overall survival (Melanoma-specific  survival) :

Cox proportional hazard analysis - adjusted for age, gender, body site, tumor thickness, level of invasion, and histological subtype -  for risk of overall death from melanoma: 0.74 (95%CI: 0.52–1.05); p=0.09
5 year overall survival

SNB: 85.58% (95%CI: 81.8-89.2%) vs. control  81.5% (95%CI: 77.6-85.4%); p=0.28

10 year overall survival

Not reported

Locoregional recurrence free survival 

Satellite/in-transit disease-free survival:  SNB:  90.8% (95%CI: 87.9–93.7%) vs. control 89.9% (95%CI: 86.8–93.0%); p=0.66


	· Before-after design (no concurrent control group)

· Unclear which criteria to select patients for SNB were used; article from same institute states that non-SNB was used up to 1999 

· Retrospective data collection from a systematic nationwide registry

· (Smaller) differential follow-up: median 57.6 months (IQR: 39.7–79.7) in the control group and 54.3 months (IQR: 41.2-69.1 months) in the SNB group

· Temporal trend not assessed

· Groups were not similar with regard to prognostic characteristics, in favour of control group. This was controlled for in some analyses  

	Starz et al, 2004 8[]

	· Before-after study with retrospective data collection

· Support and conflicts of interest not reported

· Setting: university hospital of Augsburg, Germany

· Sample size: N=598

· 1987- 1993 (pre-SNB group) and 1995 and 2000 (SNB group)
	· Primary cutaneous melanoma with a Breslow thickness of 0.75 mm or more

· No evidence of metastasis at the time of diagnosis

· Groups were similar in the most important prognostic factors
	SNB procedure and completion lymph node dissection if SNB was positive (n=324)

 Vs
 no SNB procedure (n=274)
	Thickness> 0.75mm

Overall survival (Melanoma-specific  survival)  (survival until death from melanoma):

Multivariable Cox regression analysis – adjusted for gender, age, tumor site and tumor thickness- RR: 0.65 (95% CI: 0.42-0.998); p=0.049
5 year overall survival

Not reported
10 year overall survival

Not reported
Locoregional recurrence free survival 

Not reported

	· Before-after design (no concurrent control group)

· Retrospective data collection in a systematic nationwide registry

· 30% of SNB patients refused CLND; these were included in the SNB group for the analyses

· Differential follow-up: median 95 months in the control group and 45.5 months in the SNB group

· Temporal trend not assessed

· Melanoma-specific survival not assessed

	 Van Poll et al, 2005 
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	· Comparative cohort study

· Supported by the Melanoma Foundation of the University of Sydney, and conflicts of interest not reported

· Setting: university hospital of Sydney, Australia

· Sample size: N=1789

· January 1991-December 2000 (no-SNB group) and February 1992-December 2000 (SNB group)
	· Primary cutaneous melanoma with a Breslow thickness of 1 mm or more

· Exclusion: multiple or occult primary melanomas; evidence of metastasis at the time of diagnosis; adjuvant treatment by isolated limb perfusion, isolated limb infusion, or postoperative radiotherapy; therapeutic lymph node dissection not performed after histological evidence of metastasis was obtained by SNB; a failed SNB procedure; <12 months follow-up

· Groups were similar except for follow-up and location of the tumor. There were less head and neck melanoma´s in the SNB group (12%) vs. the control group (20%)
	SNB procedure and completion lymph node dissection if SNB was positive (n=754)
 vs.
no SNB procedure (n=1035)
	Thickness>1 mm

Overall survival (Melanoma-specific  survival) :
Not reported

5 year overall survival

Not reported
10 year overall survival

Not reported
Locoregional recurrence free survival 

In-transit recurrence: 3.6% vs. 4.9% (non-significant)

In-transit recurrence as a first recurrence: 2.4% vs. 2.5% (non-significant)


	· 53% of patients participated in the MSLT trial; no separate analyses for those patients

· Data collected in a systematic registry

· Differential follow-up: median 35 months in the control group and 42 months in the SNB group

· The main analyses were not adjusted; results from a multivariable regression analysis showed similar results however

· Only relevant results reported here

	 Calista et al, 2013 
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	· Retrospective database study 

· No CoI

· Italy

· Sample size N=533 

· Duration: 1990-2007


	· Eligibility criteria: cutaneous melanoma Breslow thickness≥0.75mm; free of clinical or radiological metastases (stage IA-IIC AJCC )

· SNB vs Control: primary site head/neck 15.2% vs 7.9% (P<0.02); Thickness 0.79(0.15-30) vs 1.3(0.1-18) P<0.001.
	SLN biopsy followed by wide surgical excision of the primary CM (SNB group) (n=529)

Vs

Conventional surgery (control group) n=224
	Thickness>0.75mm

Overall survival (Melanoma-specific  survival) : 

HR= 0.93 (95% CI 0.65-1.49)  p=0.92 

5 year overall survival

SNB: 87.9% (95%CI 84.6-90.4) vs control: 88.4% (95% CI 83.2-92.1)

not statistically significantly different (p values not mentioned) 
10 year overall survival

SNB: 84.0% (95% CI 80.0-87.2) vs control: 83.6% (95% CI 77.6-88.2)

not statistically significantly different (p values not mentioned) 
Locoregional recurrence free survival 

Local recurrence : 7.5% vs 8,9% (no p- values mentioned)
Regional recurrence: 4.7% vs 16.9% (no p values mentioned)
	· Before-after design (no concurrent control group)
· Retrospective data collection

· No information on loss to follow up


	 Van der Ploeg et al, 2014 11[]

	· Retrospective database study

· No Funding, CoI declared.

· Melanoma Institute Australia

· Sample size n= 5408

· Duration: 1992-2008 
	· Eligibility criteria:

Single primary melanoma 1.0 mm or more in thickness or when ulceration  Clark level IV or V invasion or a tumor mitotic rate 1 or more per mm square was recorded 

· A priori patient characteristics: Mean age 56.1 vs 60.2 (p<0.001);  female 40.1% vs 42.7% p=0.041; median follow up 44 vs 40 months (p=0.190)
Group comparability 

· Melanoma site: extremity SNB 45.5%, OBS 39.7% (p<0.001); median thickness SNB 1.8, OBS 1.5 (p<0.001); superficial spreading melanoma SNB 39.4%, OBS 43.1% (p<0.001)


	· Wide Local excision and Sentinel Node Biopsy (SNB)  n=2909

vs 

· Wide local excision and no SNB (OBS)  n=2931
	Thickness >1.00 mm

Overall survival (Melanoma-specific  survival) :

HR=0.82 ; not sign after adj for prognostic factors

5 year overall survival

SNB: 83.6% vs control: 82.2% 
10 year overall survival

Not reported
Locoregional recurrence free survival 

Not reported
Thickness >1.00-4.00 mm

Overall survival (Melanoma-specific  survival) :

HR=0.79;  not sign after adj for prognostic factors

5 year overall survival

SNB: 86.8% vs control: 85.3%

10 year overall survival

Not reported

Locoregional recurrence free survival 

Not reported

	· Retrospective data collection 
· No information on loss to follow up
· 803/5408 were enrolled in MSLT-1 trial.



	Starz and Balda, 2007 
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	· Follow up study

· No CoI reported

· Augsburg, Germany

· Sample size n=148

· Duration: 1995-2003
	· Eligibility criteria: pt with Breslow range between 0.76 and 1 mm 

· A priori patient characteristics: male 45% vs 48 % p=0.75; mean age: 53 vs 53 p=0.79; % head/neck/trunk 43 vs 43 p=0.99; mean tumour thickness 0.88 vs 0.89 p=0.39

· Group comparability: 
	Wide Local Excision  with Sentinel Lymph Node Biopsy n=87 

Vs

Wide Local Excision  and observation n=61
	Thickness between 0.76-1 mm
Overall survival (Melanoma-specific  survival)  

Overall survival SLNB vs OBS p=0.995

Melanoma specific survival SLNB vs OBS p=0.03
5 year overall survival

Not reported
10 year overall survival

Not reported
Locoregional recurrence free survival
In-transit metastases SNB 0/87 vs control 2/61 p=0.1 

	· Before-after design (no concurrent control group)
· Differential follow-up: median115 months in the control group and 52 months in the SNB group

· Unadjusted survival analysis

	McClain et al, 2012 
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	· Prospectively collected clinical database

· No CoI

· Baltimore, USA

· Sample size n=65

· Duration 1991-2006
	· Eligibility criteria: Pt diagnosed with thin malignant melanoma (<1 mm)

· A priori patient characteristics: male 71% vs 52%, mean age: 54 vs 53


	Wide local excision with sentinel Lymph node biopsy (SNB) n=35
Vs

Wide local excision and observation n=31
	Thickness<1mm 

Overall survival (Melanoma-specific  survival)  

No significant difference in survival , p values not reported 

5 year overall survival

SNB group: 93%, SE 6%

Control: 89%, SE 7%
10 year overall survival

Not reported
Locoregional recurrence free survival
Not reported

	· Retrospective database

· Before-after design (no concurrent control group)
· Differential follow-up: median 38 months in the control group and 52 months in the SNB group


CoI= conflict of Interest, CM=cutaneous melanoma, SNB= sentinel node biopsy, SLN= Sentinel Lymph Node, SLNB=sentinel lymph node biopsy,  SLND= sentinel lymph node dissection; SE= standard error.
Question: Should Wide excision with sentinel node biopsy vs Wide excision alone be used in newly diagnosed melanoma of the skin?


	Quality assessment
	No of patients
	Effect
	Quality
	Importance

	
	
	
	
	

	No of studies
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Wide excision with sentinel node biopsy
	Wide excision alone
	Relative
(95% CI)
	Absolute
	
	

	Overall survival- Thin melanoma-Obs studies

	3 6


[ ADDIN EN.CITE ,8,13]

	observational studies
	very serious1,2,3
	no serious inconsistency
	no serious indirectness
	serious4
	none
	1:35

 2:87

 3:141
	 1:31

2: 61

3:292
	1: p n.r

2: p=0.03

 3: p=0.51

-
	-
	
VERY LOW
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	5 year survival-thin melanoma – Obs studies

	113


[ ADDIN EN.CITE ]

	observational studies
	very serious1,2,3
	no serious inconsistency
	no serious indirectness
	serious4,5
	none
	31
	35
	p n.r.
	
	
VERY LOW
	

	10 year survival Thin melanoma- Obs studies

	0
	No evidence available
	
	
	
	
	none
	-
	-
	-
	-
	
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	Locoregional metastases- Thin melanoma- Obs studies

	112


[ ADDIN EN.CITE ]

	observational studies
	very serious1,2,3
	no serious inconsistency
	no serious indirectness
	serious4
	none
	87
	61
	P=0.1
	-

-
	
VERY LOW
	

	Overall survival- Intermediate - RCT

	11-3


[ ADDIN EN.CITE ]

	randomised trials
	no serious risk of bias
	no serious inconsistency
	no serious indirectness
	serious4
	none
	533
	814
	HR=0.84

P=0.18
	-
	
MODERATE
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	5 year survival- Intermediate RCT

	11-3


[ ADDIN EN.CITE ]

	randomised trials
	no serious risk of bias
	no serious inconsistency
	no serious indirectness
	serious4
	none
	533
	814
	-
	SNB=86.6±1.3

OBS=85.7±1.6
	
MODERATE
	

	10 year survival-Intermediate RCT

	11-3


[ ADDIN EN.CITE ]

	randomised trials
	no serious risk of bias
	no serious inconsistency
	no serious indirectness
	serious6
	none
	533
	814
	-
	SNB=81.4±1.5

OBS=78.3±2.0
	
MODERATE
	

	Locoregional recurrence free survival- Intermediate RCT 

	0
	No evidence available
	
	
	
	
	none
	-
	-
	-
	-
	
	

	
	
	
	
	
	
	
	
	0%
	
	-
	
	

	Overall survival -Intermediate Obs studies

	64


[ ADDIN EN.CITE ,6-8,10,11]

	observational studies
	very serious1,2,3
	no serious inconsistency
	no serious indirectness
	serious4
	none
	1:296
2:159
3:439
4:324
5:529
6:2909
	1:377

2:324

3:440

4:274

5:224

6: 2931
	1: p=0.049
2: p=0.51

3: p=0.09

4: p=0.049

5: p= 0.92

6: HR=0.82 p=n.r.
	-
	
VERY LOW
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	5 year survival Intermediate Obs studies

	44


[ ADDIN EN.CITE ,7,10,11]

	observational studies
	very serious1,3
	no serious inconsistency
	no serious indirectness
	serious6
	none
	1:296

2:439

3: 529

4: 2909
	1:377

2:440

3: 224

4: 2931
	1:p= n.r.

2: p=0.28

3: p=n.r

4:p=n.r
	1: SNB=84.8%

OBS=84.8%

3: SNB=87.9%

OBS=88.4%

4: SNB=83.6%

OBS=82.2%
	
VERY LOW
	

	10 year survival Intermediate Obs studies

	110


[ ADDIN EN.CITE ]

	observational studies
	very serious1,7
	no serious inconsistency
	no serious indirectness
	serious4
	none
	529
	224
	P=n.r
	SNB: 84.0% OBS:83.6% 
	
VERY LOW
	

	Locoregional recurrence free survival Intermediate Obs studies

	34


[ ADDIN EN.CITE ,7,9]

	observational studies
	very serious1,,7
	no serious inconsistency
	no serious indirectness
	serious4
	none
	1: 296

2:439

3: 754
	1:377

2:440

3:1035


	1:p=0.19

2:p=0.66

3:p=n.r.
	-
	
VERY LOW
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	Overall survival Thick melanoma RCT

	11-3


[ ADDIN EN.CITE ]

	randomised trials
	no serious risk of bias
	no serious inconsistency
	no serious indirectness
	serious4
	none
	128
	186
	HR=1.12

P=0.56
	-
	
MODERATE
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	5 year survival Thick RCT

	11-3


[ ADDIN EN.CITE ]

	randomised trials
	no serious risk of bias
	no serious inconsistency
	no serious indirectness
	serious4
	none
	128
	186
	-
	SNB=67.0±3.7

OBS=67.5±4.5
	
MODERATE
	

	10 year survival Thick RCT

	11-3


[ ADDIN EN.CITE ]

	randomised trials
	no serious risk of bias
	no serious inconsistency
	no serious indirectness
	serious4
	none
	128
	186
	-
	SNB=58.9±4.1OBS=64.4±4.6
	
MODERATE
	

	Locregional recurrence free survival Thick- RCT

	0
	No evidence available
	
	
	
	
	none
	-
	-
	-
	-
	
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	Overall survival Thick Obs studies

	0
	No evidence available
	
	
	
	
	none
	-
	-
	-
	-
	
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	5 year survival Thick Obs studies

	0
	No evidence available
	
	
	
	
	none
	-
	-
	-
	-
	
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	10 year survival Thick Obs studies

	0
	No evidence available
	
	
	
	
	none
	-
	-
	-
	-
	
	

	
	
	
	
	
	
	
	
	
	
	-
	
	

	Locoregional recurrence free survival Thick Obs studies

	0
	No evidence available
	
	
	
	
	none
	-
	-
	-
	-
	
	

	
	
	
	
	
	
	
	
	
	
	-
	
	


1 before after design, no concurrent control group; 2 retrospective data collection of the 'before'group; prospective data collection of the 'after'group; 3 differential follow up; 4 the confidence interval crossed the clinical decision threshold between SNB and observation group; 5 low number of patients, low number of events; 7 retrospective data collection, n.r= not reported
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