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PubMed: 
	Set #
	Search Strategy
	Results 
	Notes

	1
	("Polycystic Kidney Diseases"[Mesh] AND "ADPKD"[tiab] OR "ARPKD"[tiab] OR "Polycystic Kidney Disease"[tiab] OR "Polycystic Kidney Diseases"[tiab] OR "Polycystic Kidney"[tiab] OR "Polycystic Kidneys"[tiab] OR "Polycystic Renal Disease"[tiab] OR "Polycystic Renal Diseases"[tiab])
	11524
	PKD

	2
	("Biomarkers"[Mesh] OR "Receptors, Tumor Necrosis Factor, Type I"[Mesh] OR "Receptors, Tumor Necrosis Factor, Type II"[Mesh] OR "Alpha-1 Microglobulin"[tiab] OR "Apelin"[tiab] OR "Beta2-Microglobulin"[tiab] OR "Biochemical Marker"[tiab] OR "Biochemical Markers"[tiab] OR "Biologic Marker"[tiab] OR "Biologic Markers"[tiab] OR "Biological Marker"[tiab] OR "Biological Markers"[tiab] OR Biomarker*[tiab] OR "BMP7"[tiab] OR "CD146"[tiab] OR "Clinical Marker"[tiab] OR "Clinical Markers"[tiab] OR "Copeptin"[tiab] OR "EGF"[tiab] OR "Endostatin"[tiab] OR "Endothelin1"[tiab] OR "Exosomal miRNAs"[tiab] OR "FGF23"[tiab] OR "Galectin 3"[tiab] OR "IL 18"[tiab] OR "KIM1"[tiab] OR "KIM-1"[tiab] OR "Laboratory Marker"[tiab] OR "Laboratory Markers"[tiab] OR "L-FABP"[tiab] OR "MCP-1"[tiab] OR "MCP1"[tiab] OR "NGAL"[tiab] OR "NT Pro BNP"[tiab] OR "PIIINP"[tiab] OR "Plasma Biomarker"[tiab] OR "Plasma Biomarkers"[tiab] OR "Predictive Biomarker"[tiab] OR "Predictive Biomarkers"[tiab] OR "Serum Biomarker"[tiab] OR "Serum Biomarkers"[tiab] OR "Serum Marker"[tiab] OR "Serum Markers"[tiab] OR "suPAR"[tiab] OR "Surrogate End Point"[tiab] OR "Surrogate End Points"[tiab] OR "Surrogate Endpoint"[tiab] OR "Surrogate Endpoints"[tiab] OR "Surrogate Marker"[tiab] OR "Surrogate Markers"[tiab] OR "TGF-B"[tiab] OR "TNFR1"[tiab] OR "TNFR-1"[tiab] OR "TNFR p60"[tiab] OR "TNFR2"[tiab] OR "TNFR-2"[tiab] OR "TNF-R2"[tiab] OR "TNF-R75"[tiab] OR "TNF-RII"[tiab] OR "Tumor Necrosis Factor Receptor Type 1"[tiab] OR "Tumor Necrosis Factor Receptor Type I"[tiab] OR "Tumor Necrosis Factor Receptor Type 2"[tiab] OR "Tumor Necrosis Factor Receptor Type II"[tiab] OR "Urinary Biomarker"[tiab] OR "Urinary Biomarkers"[tiab] OR "Urinary Marker"[tiab] OR "Urinary Markers"[tiab] OR "Urine Alanine/Citrate Ratio"[tiab] OR "Urine Albumin"[tiab] OR "Urine Betaine"[tiab] OR "Urine Biomarker"[tiab] OR "Urine Biomarkers"[tiab] OR "Urine IgG"[tiab] OR "Urine Marker"[tiab] OR "Urine Markers"[tiab] OR "Urine Osmolality"[tiab] OR "Urine Phenylacetylglycine"[tiab] OR "Urine/Plasma Urea Ratio"[tiab] OR "Urine Sodium Excretion"[tiab] OR "YKL-40"[tiab])
	1399677
	Biochemical biomarkers

	3
	("Disease Progression"[Mesh] OR "Glomerular Filtration Rate"[Mesh] OR "Kidney Failure, Chronic"[Mesh] OR "Chronic Kidney Failure"[tiab] OR "Chronic Renal Failure"[tiab] OR "clinical course"[tiab] OR "clinical progression"[tiab] OR "disease exacerbation"[tiab] OR "disease progression"[tiab] OR "end stage kidney"[tiab] OR "end stage renal"[tiab] OR "endstage kidney"[tiab] OR "endstage renal"[tiab] OR "ESKD"[tiab] OR "ESKF"[tiab] OR "ESRD"[tiab] OR "ESRF"[tiab] OR "GFR"[tiab] OR "Glomerular Filtration Rate"[tiab] OR "Glomerular Filtration Rates"[tiab] OR "prognostic assay"[tiab] "prognostic biomarker"[tiab] OR "prognostic biomarkers"[tiab] OR "prognostic marker"[tiab] OR "prognostic markers"[tiab] OR "prognostic model"[tiab] OR "prognostic models"[tiab] OR "prognostic performance"[tiab] OR "renal function decline"[tiab])
	66296
	Prognostic biomarkers and Outcomes

	4
	2 OR 3
	1430280
	 

	5
	1 AND 4
	1011
	 

	6
	("Animals"[Mesh] NOT "Humans"[Mesh])
	 
	Remove animal studies

	7
	5 NOT 6
	883
	 


















Embase:
	Set #
	Search Strategy
	Results 
	Notes

	1
	('kidney polycystic disease'/exp AND (("ADPKD" OR "ARPKD" OR "Polycystic Kidney Disease" OR "Polycystic Kidney Diseases" OR "Polycystic Kidney" OR "Polycystic Kidneys" OR "Polycystic Renal Disease" OR "Polycystic Renal Diseases"):ti,ab))
	14590
	PKD

	2
	('biological marker'/exp OR 'tumor necrosis factor receptor 1'/exp OR 'tumor necrosis factor receptor 2'/exp OR (("Alpha-1 Microglobulin" OR "Apelin" OR "Beta2-Microglobulin" OR "Biochemical Marker" OR "Biochemical Markers" OR "Biologic Marker" OR "Biologic Markers" OR "Biological Marker" OR "Biological Markers" OR Biomarker* OR "BMP7" OR "CD146" OR "Clinical Marker" OR "Clinical Markers" OR "Copeptin" OR "EGF" OR "Endostatin" OR "Endothelin1" OR "Exosomal miRNAs" OR "FGF23" OR "Galectin 3" OR "IL 18" OR "KIM1" OR "KIM-1" OR "Laboratory Marker" OR "Laboratory Markers" OR "L-FABP" OR "MCP-1" OR "MCP1" OR "NGAL" OR "NT Pro BNP" OR "PIIINP" OR "Plasma Biomarker" OR "Plasma Biomarkers" OR "Predictive Biomarker" OR "Predictive Biomarkers" OR "Serum Biomarker" OR "Serum Biomarkers" OR "Serum Marker" OR "Serum Markers" OR "suPAR" OR "Surrogate End Point" OR "Surrogate End Points" OR "Surrogate Endpoint" OR "Surrogate Endpoints" OR "Surrogate Marker" OR "Surrogate Markers" OR "TGF-B" OR "TNFR1" OR "TNFR-1" OR "TNFR p60" OR "TNFR2" OR "TNFR-2" OR "TNF-R2" OR "TNF-R75" OR "TNF-RII" OR "Tumor Necrosis Factor Receptor Type 1" OR "Tumor Necrosis Factor Receptor Type I" OR "Tumor Necrosis Factor Receptor Type 2" OR "Tumor Necrosis Factor Receptor Type II" OR "Urinary Biomarker" OR "Urinary Biomarkers" OR "Urinary Marker" OR "Urinary Markers" OR "Urine Alanine/Citrate Ratio" OR "Urine Albumin" OR "Urine Betaine" OR "Urine Biomarker" OR "Urine Biomarkers" OR "Urine IgG" OR "Urine Marker" OR "Urine Markers" OR "Urine Osmolality" OR "Urine Phenylacetylglycine" OR "Urine/Plasma Urea Ratio" OR "Urine Sodium Excretion" OR "YKL-40"):ti,ab))
	1126764
	Biochemical biomarkers

	3
	('chronic kidney failure'/exp OR 'disease exacerbation'/exp OR 'glomerulus filtration rate'/exp OR (("Chronic Kidney Failure" OR "Chronic Renal Failure" OR "clinical course" OR "clinical progression" OR "disease exacerbation" OR "disease progression" OR "end stage kidney" OR "end stage renal" OR "endstage kidney" OR "endstage renal" OR "ESKD" OR "ESKF" OR "ESRD" OR "ESRF" OR "GFR" OR "Glomerular Filtration Rate" OR "Glomerular Filtration Rates" OR "prognostic assay" "prognostic biomarker" OR "prognostic biomarkers" OR "prognostic marker" OR "prognostic markers" OR "prognostic model" OR "prognostic models" OR "prognostic performance" OR "renal function decline"):ti,ab))
	668027
	Prognostic biomarkers and Outcomes

	4
	2 OR 3
	1708518
	 

	5
	1 AND 4
	3793
	 

	6
	('animal'/exp NOT 'human'/exp)
	 
	Remove animal studies

	7
	5 NOT 6
	3499
	 






























Cochrane:
	Set #
	Search Strategy
	Results 
	Notes

	1
	(MeSH descriptor: [Polycystic Kidney Diseases] explode all trees AND (("ADPKD" OR "ARPKD" OR "Polycystic Kidney Disease" OR "Polycystic Kidney Diseases" OR "Polycystic Kidney" OR "Polycystic Kidneys" OR "Polycystic Renal Disease" OR "Polycystic Renal Diseases"):ti,ab))
	639
	PKD #2

	2
	(MeSH descriptor: [Biomarkers] explode all trees OR MeSH descriptor: [Receptors, Tumor Necrosis Factor, Type I] explode all trees OR MeSH descriptor: [Receptors, Tumor Necrosis Factor, Type II] explode all trees OR (("Alpha-1 Microglobulin" OR "Apelin" OR "Beta2-Microglobulin" OR "Biochemical Marker" OR "Biochemical Markers" OR "Biologic Marker" OR "Biologic Markers" OR "Biological Marker" OR "Biological Markers" OR Biomarker* OR "BMP7" OR "CD146" OR "Clinical Marker" OR "Clinical Markers" OR "Copeptin" OR "EGF" OR "Endostatin" OR "Endothelin1" OR "Exosomal miRNAs" OR "FGF23" OR "Galectin 3" OR "IL 18" OR "KIM1" OR "KIM-1" OR "Laboratory Marker" OR "Laboratory Markers" OR "L-FABP" OR "MCP-1" OR "MCP1" OR "NGAL" OR "NT Pro BNP" OR "PIIINP" OR "Plasma Biomarker" OR "Plasma Biomarkers" OR "Predictive Biomarker" OR "Predictive Biomarkers" OR "Serum Biomarker" OR "Serum Biomarkers" OR "Serum Marker" OR "Serum Markers" OR "suPAR" OR "Surrogate End Point" OR "Surrogate End Points" OR "Surrogate Endpoint" OR "Surrogate Endpoints" OR "Surrogate Marker" OR "Surrogate Markers" OR "TGF-B" OR "TNFR1" OR "TNFR-1" OR "TNFR p60" OR "TNFR2" OR "TNFR-2" OR "TNF-R2" OR "TNF-R75" OR "TNF-RII" OR "Tumor Necrosis Factor Receptor Type 1" OR "Tumor Necrosis Factor Receptor Type I" OR "Tumor Necrosis Factor Receptor Type 2" OR "Tumor Necrosis Factor Receptor Type II" OR "Urinary Biomarker" OR "Urinary Biomarkers" OR "Urinary Marker" OR "Urinary Markers" OR "Urine Alanine/Citrate Ratio" OR "Urine Albumin" OR "Urine Betaine" OR "Urine Biomarker" OR "Urine Biomarkers" OR "Urine IgG" OR "Urine Marker" OR "Urine Markers" OR "Urine Osmolality" OR "Urine Phenylacetylglycine" OR "Urine/Plasma Urea Ratio" OR "Urine Sodium Excretion" OR "YKL-40"):ti,ab))
	81367
	Biochemical biomarkers #6

	3
	(MeSH descriptor: [Disease Progression] explode all trees OR MeSH descriptor: [Glomerular Filtration Rate] explode all trees OR MeSH descriptor: [Kidney Failure, Chronic] explode all trees OR (("Chronic Kidney Failure" OR "Chronic Renal Failure" OR "clinical course" OR "clinical progression" OR "disease exacerbation" OR "disease progression" OR "end stage kidney" OR "end stage renal" OR "endstage kidney" OR "endstage renal" OR "ESKD" OR "ESKF" OR "ESRD" OR "ESRF" OR "GFR" OR "Glomerular Filtration Rate" OR "Glomerular Filtration Rates" OR "prognostic assay" "prognostic biomarker" OR "prognostic biomarkers" OR "prognostic marker" OR "prognostic markers" OR "prognostic model" OR "prognostic models" OR "prognostic performance" OR "renal function decline"):ti,ab))
	62683
	Prognostic biomarkers and Outcomes #18

	4
	2 OR 3
	134841
	#21

	5
	1 AND 4
	430
	2 SRs and 417 Trials #22
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Supplementary Table 1. GRADE Summary of Findings for the effect of AGT/Cr in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Annual eGFR change 

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa,b
	none
	-
	207
	Standardized Beta 0.023 
(-1.264 to 0.095)
	⨁⨁◯◯
Lowa,b

	Composite Outcome: combined modeling of imaging classification and urinary AGT/Cr groups

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousc,d
	none
	-
	207
	HR 16.57 
(3.74 to 73.29)
	⨁⨁◯◯
Lowc,d

	Composite Outcome: All-cause mortality and renal function decline (if urinary AGT/Cr >30.5 mcg/g)

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	-
	293
	HR 2.26 
(1.1 to 4.65)
	⨁⨁◯◯
Lowa


Explanations
a. ROB assessed using QUIPS
b. CI crosses line of no effect
c. Small sample size
d. Wide CI
References
1.Park, Hayne Cho, Kim, Juhee, Cho, AJin, Kim, Do Hyoung, Lee, Young Ki, Ryu, Hyunjin, Kim, Hyunsuk, Oh, Kook Hwan, Oh, Yun Kyu, Hwang, Young Hwan, Lee, Kyu Beck, Kim, Soo Wan, Kim, Yeong Hoon, Lee, Joongyub, Ahn, Curie, Group, KNOW-CKD,Investigators. Urinary Angiotensinogen in addition to Imaging Classification in the Prediction .Journal of Korean medical science; 2020. 
2.Kim, Hyoungnae, Park, Seohyun, Jhee, Jong Hyun, Yun, Hae-Ryong, Park, Jung Tak, Han, Seung Hyeok, Lee, Joongyub, Kim, Soo Wan, Kim, Yeong Hoon, Oh, Yun Kyu, Kang, Shin-Wook, Choi, Kyu Hun, Yoo, Tae-Hyun, Group, Representing,the,KNOW-CKD,Investigators. Urinary angiotensinogen level is associated with potassium homeostasis and .BMC nephrology; 2019. 









Supplementary Table 2. GRADE Summary of Findings for the effect of in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Annual change in eGFR

	31,2,3
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	981
	Standardized Beta -0.32
(-0.58 to -0.06)
	⨁⨁⨁⨁
High

	Annual change in mGFR

	22,4
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	133
	Standardized Beta -0.14 
(-0.27 to -0.01)
	⨁⨁◯◯
Lowa

	Annual % change in mGFR

	15
	non-randomised studies
	very seriousb
	not serious
	not serious
	extremely seriousa
	none
	-
	32
	Standardized Beta -0.357 
(-0.027 to -0.001)
	⨁◯◯◯
Very lowa,b

	Annual change in TKV

	21,2
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa,c
	none
	-
	203
	Standardized Beta -0.06 
(-0.21 to 0.1)
	⨁⨁◯◯
Lowa,c

	Annual % change in TKV

	14
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,d
	none
	1 study with 52 patients showed standardized beta 0.001 with p value 0.9 
	⨁◯◯◯
Very lowa,d

	Annual % change in htTKV in patients with albuminuria> 300 mg/24hr [ref<30]

	16
	non-randomised studies
	very seriousb
	not serious
	not serious
	seriousd
	none
	1 study with 257 patients, annual % htTKV change in patients with albuminuria 30-300 mg/24hr was standardized beta= -1.06 p value (0.2) while in patients with albuminuria >300 mg/24hrs it was standardized beta=1.69 with p value 0.3
	⨁◯◯◯
Very lowb,d

	Annual change in eGFR less than or equal to −3.5 mL/min/1.73 m2

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousc
	none
	-
	302
	OR 1.25 
(0.86 to 2.81)
	⨁⨁◯◯
Lowc

	Annual eGFR change in patients with Albuminuria: 30-300 mg/24hr [ref <30]

	16
	non-randomised studies
	very seriousb
	not serious
	not serious
	seriousd
	none
	In 1 study with 471 patients, annual eGFR change in patients with albuminuria 30-300 mg/24hr was standardized beta= -0.52 p value (0.1) while in patients with albuminuria >300 mg/24hrs it was standardized beta=-1.36 with p value 0.07
	⨁◯◯◯
Very lowb,d

	Rapid Progression: eGFR loss of ≥3 ml/min per 1.73 m2 per year

	13
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	740
	OR 1.67
(1.33 to 2.1)
	⨁⨁⨁⨁
High

	ADPKD Progression: composite endpoint of significant decline in mGFR, increase in TKV exceeding 5% per year, or ESRD

	14
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,c
	none
	-
	52
	HR 1.02 
(0.96 to 1.3)
	⨁◯◯◯
Very lowa,c

	All-cause mortality and renal function decline [defined as a > 50% decline of the eGFR from baseline, doubling of the serum creatinine level, or the initiation of dialysis]

	17
	non-randomised studies
	very seriousb
	not serious
	not serious
	seriousc
	none
	-
	293
	HR 1.4 
(0.56 to 3.48)
	⨁◯◯◯
Very lowb,c

	Kidney Failure or 30% eGFR Decline

	13
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	740
	HR 1.52 
(1.32 to 1.74)
	⨁⨁⨁⨁
High

	Renal outcomes: combined modeling of imaging classification and urinary AGT/Cr levels

	18
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa,e
	none
	-
	207
	HR 8.5 
(2.59 to 27.93)
	⨁⨁◯◯
Lowa,e


Explanations
a. Small sample size
b. ROB assessed using QUIPS
c. CI crosses line of no effect
d. p value is not significant
e. Wide CI
References
1.Messchendorp, A Lianne, Meijer, Esther, Visser, Folkert W, Engels, Gerwin E, Kappert, Peter, Losekoot, Monique, Peters, Dorien J M, Gansevoort, Ron T, investigators, on,behalf,of,the,DIPAK-1,study. Rapid Progression of Autosomal Dominant Polycystic Kidney Disease: Urinary .American journal of nephrology; 2019. 
2.Messchendorp, A Lianne, Meijer, Esther, Boertien, Wendy E, Engels, Gerwin E, Casteleijn, Niek F, Spithoven, Edwin M, Losekoot, Monique, Burgerhof, Johannes G M, Peters, Dorien J M, Gansevoort, Ron T, Consortium, DIPAK. Urinary Biomarkers to Identify Autosomal Dominant Polycystic Kidney Disease .Kidney international reports; 2018. 
3.Bais, Thomas, Knol, Martine G E, Xue, Laixi, Geertsema, Paul, Vart, Priya, Reichel, Franz, Arjune, Sita, Müller, Roman-Ulrich, Dekker, Shosha E I, Salih, Mahdi, Meijer, Esther, Gansevoort, Ron T, Consortium, DIPAK. Predicting Kidney Outcomes in Autosomal Dominant Polycystic Kidney Disease: A .Clinical journal of the American Society of Nephrology : CJASN; 2025. 
4.Lacquaniti, Antonio, Chirico, Valeria, Lupica, Rosaria, Buemi, Antoine, Loddo, Saverio, Caccamo, Chiara, Salis, Paola, Bertani, Tullio, Buemi, Michele. Apelin and copeptin: two opposite biomarkers associated with kidney function .Peptides; 2013. 
5.Phakdeekitcharoen, Bunyong, Treesinchai, Watcharapong, Wibulpolprasert, Pornphan, Boongird, Sarinya, Klytrayong, Pinkael. The correlation between kidney volume and measured glomerular filtration rate in .BMC nephrology; 2021. 
6.Kramers, Bart J, Koorevaar, Iris W, De Boer, Rudolf, Hoorn, Ewout J, Pena, Michelle J, Gansevoort, Ron T, Meijer, Esther, Consortium, DIPAK. Thiazide diuretics and the rate of disease progression in autosomal dominant .Nephrology, dialysis, transplantation : official publication of the European ; 2021. 
7.Kim, Hyoungnae, Park, Seohyun, Jhee, Jong Hyun, Yun, Hae-Ryong, Park, Jung Tak, Han, Seung Hyeok, Lee, Joongyub, Kim, Soo Wan, Kim, Yeong Hoon, Oh, Yun Kyu, Kang, Shin-Wook, Choi, Kyu Hun, Yoo, Tae-Hyun, Group, Representing,the,KNOW-CKD,Investigators. Urinary angiotensinogen level is associated with potassium homeostasis and .BMC nephrology; 2019. 
8.Park, Hayne Cho, Kim, Juhee, Cho, AJin, Kim, Do Hyoung, Lee, Young Ki, Ryu, Hyunjin, Kim, Hyunsuk, Oh, Kook Hwan, Oh, Yun Kyu, Hwang, Young Hwan, Lee, Kyu Beck, Kim, Soo Wan, Kim, Yeong Hoon, Lee, Joongyub, Ahn, Curie, Group, KNOW-CKD,Investigators. Urinary Angiotensinogen in addition to Imaging Classification in the Prediction .Journal of Korean medical science; 2020. 









Supplementary Table 3. GRADE Summary of Findings for the effect of Beta 2 Microglobulin in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Annual Change in eGFR-Standardized Beta

	41,2,3,4
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	961
	Standardized Beta -0.22
(-0.34 to -0.11)
	⨁⨁⨁⨁
High

	Odds of having a rapidly progressive disease (annual change in eGFR less than –3.5 mL/ min/1.73 m2)

	11
	non-randomised studies
	not serious
	not serious
	seriousa
	very seriousb
	none
	-
	152
	OR 1.49 
(0.99 to 2.23)
	⨁◯◯◯
Very lowa,b

	Annual change in mGFR-Standardized Beta

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousc
	none
	In 1 study with 92 patients, annual mGFR standardized beta was -0.25 with a p value of 0.03
	⨁⨁◯◯
Lowc

	Annual change in TKV-Standardized Beta

	21,3
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	213
	Standardized Beta 0.05 
(-0.08 to 0.17)
	⨁⨁◯◯
Lowb

	Renal Replacement Therapy Incidence

	15
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousc
	none
	-
	52
	HR 1.01 
(0.98 to 1.02)
	⨁◯◯◯
Very lowc

	ADPKD progression: composite endpoint of significant decline in mGFR, increase in TKV exceeding 5% per year, or ESRD

	15
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousc
	none
	-
	52
	HR 1.01 
(0.99 to 1.02)
	⨁◯◯◯
Very lowc

	Rapid Progression :eGFR loss of ≥3 ml/min per 1.73 m2 per year

	14
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	596
	OR 1.25 
(0.98 to 1.6)
	⨁⨁◯◯
Lowb

	Kidney Failure or 30% eGFR Decline

	14
	non-randomised studies
	not serious
	not serious
	not serious
	seriousd
	none
	-
	596
	HR 1.21 
(1.03 to 1.42)
	⨁⨁⨁◯
Moderated


Explanations
a. Surrogate outcome
b. CI crosses line of no effect
c. Small sample size
d. CI ranges from having almost having no effect to having an effect
References
1.Messchendorp, A Lianne, Meijer, Esther, Visser, Folkert W, Engels, Gerwin E, Kappert, Peter, Losekoot, Monique, Peters, Dorien J M, Gansevoort, Ron T, investigators, on,behalf,of,the,DIPAK-1,study. Rapid Progression of Autosomal Dominant Polycystic Kidney Disease: Urinary .American journal of nephrology; 2019. 
2.Segarra-Medrano, Alfons, Martin, Marisa, Agraz, Irene, Vilaprinyó, Mercè, Chamoun, Betty, Jatem, Elias, Molina, Maria, Colàs-Campàs, Laura, Garcia-Carrasco, Alicia, Roche, Sarai. Association between urinary biomarkers and disease progression in adults with .Clinical kidney journal; 2020. 
3.Messchendorp, A Lianne, Meijer, Esther, Boertien, Wendy E, Engels, Gerwin E, Casteleijn, Niek F, Spithoven, Edwin M, Losekoot, Monique, Burgerhof, Johannes G M, Peters, Dorien J M, Gansevoort, Ron T, Consortium, DIPAK. Urinary Biomarkers to Identify Autosomal Dominant Polycystic Kidney Disease .Kidney international reports; 2018. 
4.Bais, Thomas, Knol, Martine G E, Xue, Laixi, Geertsema, Paul, Vart, Priya, Reichel, Franz, Arjune, Sita, Müller, Roman-Ulrich, Dekker, Shosha E I, Salih, Mahdi, Meijer, Esther, Gansevoort, Ron T, Consortium, DIPAK. Predicting Kidney Outcomes in Autosomal Dominant Polycystic Kidney Disease: A .Clinical journal of the American Society of Nephrology : CJASN; 2025. 
5.Lacquaniti, Antonio, Chirico, Valeria, Lupica, Rosaria, Buemi, Antoine, Loddo, Saverio, Caccamo, Chiara, Salis, Paola, Bertani, Tullio, Buemi, Michele. Apelin and copeptin: two opposite biomarkers associated with kidney function .Peptides; 2013. 





















Supplementary Table 4. GRADE Summary of Findings for the effect of Urine betaine ADPKD
	№ of studies
	Certainty assessment
	impact
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	
	

	ADPKD Progression: Annual change in eGFR of > −3.0 mL/min/1.73 m2/year

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	1 study with 324 patients had standardized beta=-0.58 with standard error 0.14
	⨁⨁◯◯
Lowa


Explanations
a. ROB assessed using QUIPS tool
References
1.Dekker, Shosha E I, Verhoeven, Aswin, Frey, Daria, Soonawala, Darius, Peters, Dorien J M, Mayboroda, Oleg A, de Fijter, Johan W, Consortium, DIPAK. Change in Urinary Myoinositol/Citrate Ratio Associates with Progressive Loss of .American journal of nephrology; 2022. 














Supplementary Table 5. GRADE Summary of Findings for the effect of Calcium ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Overall survival (serum Ca)

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb
	none
	-
	138
	HR 0.58 
(0.17 to 1.95)
	⨁◯◯◯
Very lowa,b

	Renal survival (Serum Ca)

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	-
	138
	HR 0.15 (0.05 to 0.39)
	⨁◯◯◯
Very lowa,b

	Annual eGFR slope (Fractional calcium urine excretion)

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	1 study with 99 patients showed pearson correlation -0.236 with p value 0.03
	⨁◯◯◯
Very lowa,b


Explanations
a. ROB assessed using QUIPs tool
b. Small sample size
References
1.Kocyigit, Ismail, Eroglu, Eray, Kaynar, Ahmet Safa, Kocer, Derya, Kargi, Seval, Zararsiz, Gokmen, Bayramov, Ruslan, Imamoglu, Hakan, Sipahioglu, Murat Hayri, Tokgoz, Bulent, Dundar, Munis, Oymak, Oktay. The association of endothelin-1 levels with renal survival in polycystic kidney .Journal of nephrology; 2019. 
2.Dekker, Shosha E I, Bierau, Jörgen, Giera, Martin, Blomberg, Niek, Drenth, Joost P H, Mayboroda, Oleg A, de Fijter, Johan W, Soonawala, Darius, Consortium, DIPAK. Serum bile acids associate with liver volume in polycystic liver disease and .European journal of clinical investigation; 2024. 



Supplementary Table 6. GRADE Summary of Findings for the effect of Alanine/Citrate in ADPKD  
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Annual change in eGFR

	21,2
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	746
	Standardized Beta -0.29
 (-0.45 to -0.14)
	⨁⨁◯◯
Lowa

	Rapid ADPKD progression based on annualized change in eGFR of > −3.0 mL/min/1.73 m2/year

	22,3
	non-randomised studies
	very seriousb
	not serious
	not serious
	seriousc
	none
	-
	746
	OR 0.77 (0.39 to 1.5)
	⨁◯◯◯
Very lowb,c


Explanations
a. Small sample size
b. ROB assessed using QUIPS tool
c. CI crosses line of no effect
References
1.Dekker, Shosha E I, Verhoeven, Aswin, Soonawala, Darius, Peters, Dorien J M, de Fijter, Johan W, Mayboroda, Oleg A, Consortium, DIPAK. Urinary metabolites associate with the rate of kidney function decline in .PloS one; 2020. 
2.Bais, Thomas, Knol, Martine G E, Xue, Laixi, Geertsema, Paul, Vart, Priya, Reichel, Franz, Arjune, Sita, Müller, Roman-Ulrich, Dekker, Shosha E I, Salih, Mahdi, Meijer, Esther, Gansevoort, Ron T, Consortium, DIPAK. Predicting Kidney Outcomes in Autosomal Dominant Polycystic Kidney Disease: A .Clinical journal of the American Society of Nephrology : CJASN; 2025. 
3.Dekker, Shosha E I, Verhoeven, Aswin, Frey, Daria, Soonawala, Darius, Peters, Dorien J M, Mayboroda, Oleg A, de Fijter, Johan W, Consortium, DIPAK. Change in Urinary Myoinositol/Citrate Ratio Associates with Progressive Loss of .American journal of nephrology; 2022. 








Supplementary Table 7. GRADE Summary of Findings for the effect of Clusterin in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	% Annual change in htTKV

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized beta 2.7 
(-2.6 to 8)
	⨁◯◯◯
Very lowa,b

	Annual eGFR change 

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized Beta 2.100 
(-2.8 to 7)
	⨁◯◯◯
Very lowa,b


Explanations
a. CI crosses line of no effect
b. Small sample size
References
1.Wang, Wei, You, Zhiying, Steele, Cortney N, Gitomer, Berenice, Chonchol, Michel, Nowak, Kristen L. Changes in tubular biomarkers with dietary intervention and metformin in patients .BMC nephrology; 2024. 












Supplementary Table 8. GRADE Summary of Findings for the effect of urine EGF in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	10-year eGFR estimate -Correlation

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	-
	251
	Correlation -0.35 (-0.5 to -0.2)
	⨁⨁◯◯
Lowa

	Annual change in eGFR with urinary EGF

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	1 study with 149 patients showed annual change in eGFR with Cr correction standardized beta 1.51 with p value <0.001 with urinary EGF 
	⨁⨁◯◯
Lowb

	Annual change in eGFR with urinary heparin-binding-EGF (HB-EGF)

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb,c
	none
	1 study with 149 patients showed annual change in eGFR standardized beta 0.001 with p value 0.67 with urinary HB-EGF 
	⨁⨁◯◯
Lowb,c

	Annual change in 24 hr urine EGF 

	13
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousd
	none
	-
	596
	Standardized Beta 0.09 
(-0.14 to 0.31)
	⨁⨁◯◯
Lowd

	Annual change in TKV with urinary EGF

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb,c
	none
	1 study with 149 patients showed annual change in TKV standardized beta -0.03 with p value 0.76 with urinary EGF 
	⨁⨁◯◯
Lowb,c

	Annual change in TKV with urinary heparin-binding EGF (HB-EGF)

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb,c
	none
	1 study with 149 patients showed annual change in TKV standardized beta -0.11 with p value 0.3 with urinary HB-EGF
	⨁⨁◯◯
Lowb,c

	eGFR loss of ≥3 ml/min per 1.73 m2 per year

	13
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousd
	none
	-
	596
	OR 0.86 
(0.66 to 1.12)
	⨁⨁◯◯
Lowd

	Kidney failure: Initiation of dialysis, kidney transplantation, or eGFR ≤15 ml/min per 1.73 m2

	13
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousd
	none
	-
	596
	HR 0.86 
(0.73 to 1.03)
	⨁⨁◯◯
Lowd


Explanations
a. Assessed using QUIPS
b. Small sample size
c. P value is not statistically significant
d. CI crosses line of no effect
References
1.Rocchetti, Maria Teresa, Pesce, Francesco, Matino, Silvia, Piscopo, Giovanni, di Bari, Ighli, Trepiccione, Francesco, Capolongo, Giovanna, Perniola, Maria Antonietta, Song, Xuewen, Khowaja, Saima, Haghighi, Amirreza, Peters, Dorien, Paolicelli, Simona, Pontrelli, Paola, Netti, Giuseppe Stefano, Ranieri, Elena, Capasso, Giovambattista, Moschetta, Marco, Pei, York, Gesualdo, Loreto, Prog.n.F/050065/01-02/X32), (Studio,PRE.,MED.,(MEDicina,di,PREcisione). Urinary epidermal growth factor/monocyte chemotactic peptide 1 ratio as .Journal of nephrology; 2023. 
2.Harskamp, Laura R, Perez-Gomez, Maria Vanessa, Heida, Judith E, Engels, Gerwin E, van Goor, Harry, van den Heuvel, Marius C, Streets, Andrew J, Ong, Albert C M, Ortiz, Alberto, Gansevoort, Ron T, Consortium, DIPAK. The association of urinary epidermal growth factors with ADPKD disease severity .Nephrology, dialysis, transplantation : official publication of the European ; 2023. 
3.Bais, Thomas, Knol, Martine G E, Xue, Laixi, Geertsema, Paul, Vart, Priya, Reichel, Franz, Arjune, Sita, Müller, Roman-Ulrich, Dekker, Shosha E I, Salih, Mahdi, Meijer, Esther, Gansevoort, Ron T, Consortium, DIPAK. Predicting Kidney Outcomes in Autosomal Dominant Polycystic Kidney Disease: A .Clinical journal of the American Society of Nephrology : CJASN; 2025. 






















Supplementary Table 9. GRADE Summary of Findings for the effect of Fatty acid binding protein in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Annual change in eGFR-Standardized Beta

	31,2,3
	non-randomised studies
	not serious
	not serious
	not serious
	seriousa
	none
	-
	371
	Standardized Beta -0.14 
(-0.34 to 0.05)
	⨁⨁⨁◯
Moderatea

	Annual change in eGFR-Unstandardized Beta

	14
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized Beta -1.5 
(-6 to 2.9)
	⨁◯◯◯
Very lowa,b

	Annual mGFR change with Heart type FABP 

	13
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousb,c
	none
	1 study with 81 patients showed mGFR annual change standardized beta 0.11 with a p value 0.4
	⨁◯◯◯
Very lowb,c

	Annual change in eGFR less than or equal to −3.5 mL/min/1.73 m2

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	302
	OR 1.64 
(0.94 to 2.86)
	⨁⨁◯◯
Lowa

	Annual change in TKV

	21,3
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa,b
	none
	-
	203
	Standardized Beta -0.03 
(-0.17 to 0.12)
	⨁⨁◯◯
Lowa,b

	Annual change in % TKV-Unstandardized Beta

	14
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized Beta -0.71 
(-4.8 to 3.4)
	⨁◯◯◯
Very lowa,b


Explanations
a. CI crosses line of no effect
b. Small sample size
c. p value is not significant
References
1.Messchendorp, A Lianne, Meijer, Esther, Visser, Folkert W, Engels, Gerwin E, Kappert, Peter, Losekoot, Monique, Peters, Dorien J M, Gansevoort, Ron T, investigators, on,behalf,of,the,DIPAK-1,study. Rapid Progression of Autosomal Dominant Polycystic Kidney Disease: Urinary .American journal of nephrology; 2019. 
2.Segarra-Medrano, Alfons, Martin, Marisa, Agraz, Irene, Vilaprinyó, Mercè, Chamoun, Betty, Jatem, Elias, Molina, Maria, Colàs-Campàs, Laura, Garcia-Carrasco, Alicia, Roche, Sarai. Association between urinary biomarkers and disease progression in adults with .Clinical kidney journal; 2020. 
3.Messchendorp, A Lianne, Meijer, Esther, Boertien, Wendy E, Engels, Gerwin E, Casteleijn, Niek F, Spithoven, Edwin M, Losekoot, Monique, Burgerhof, Johannes G M, Peters, Dorien J M, Gansevoort, Ron T, Consortium, DIPAK. Urinary Biomarkers to Identify Autosomal Dominant Polycystic Kidney Disease .Kidney international reports; 2018. 
4.Wang, Wei, You, Zhiying, Steele, Cortney N, Gitomer, Berenice, Chonchol, Michel, Nowak, Kristen L. Changes in tubular biomarkers with dietary intervention and metformin in patients .BMC nephrology; 2024. 









Supplementary Table 10. GRADE Summary of Findings for the effect of urine HIF-1 in ADPKD
	№ of studies
	Certainty assessment
	impact
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	
	

	Annual eGFR change (urine HIF-1)

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	1 study with 130 patients showed annual eGFR standardized Beta= -0.410 with P value is 0.000
	⨁⨁◯◯
Lowa

	Annual eGFR change (urine HIF alpha)

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	1 study with 130 patients showed Pearson coefficient was -0.48 p value was <0.01
	⨁⨁◯◯
Lowa


Explanations
a. Small sample size
References
1.Segarra-Medrano, Alfons, Martin, Marisa, Agraz, Irene, Vilaprinyó, Mercè, Chamoun, Betty, Jatem, Elias, Molina, Maria, Colàs-Campàs, Laura, Garcia-Carrasco, Alicia, Roche, Sarai. Association between urinary biomarkers and disease progression in adults with .Clinical kidney journal; 2020. 










Supplementary Table 11. GRADE Summary of Findings for the effect of 24 hr urine volume ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Annual change in eGFR 

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,c
	none
	In one study of 141 participants Standardized Beta was -1.220standard error 0.69P value 0.076
	⨁◯◯◯
Very lowa,b,c


Explanations
a. ROB assessed using QUIPs tool
b. Small sample size
c. p value not significant
References
1.Hebert, Lee A, Greene, Tom, Levey, Andrew, Falkenhain, Michael E, Klahr, Saulo. High urine volume and low urine osmolality are risk factors for faster .American journal of kidney diseases : the official journal of the National Kidney ; 2003. 














Supplementary Table 12. GRADE Summary of Findings for the effect of IL-18 in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized Beta -6 (-13.5 to 1.4)
	⨁◯◯◯
 Very lowa,b

	Annual change in % TKV

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized Beta -6.6 (-13.7 to 0.43)
	⨁◯◯◯
 Very lowa,b

	Difference in annual change of % eGFR between IL-18 quartile < or equal to 1 and quartile 2 >or equal to 19 and < or equal to 434 at 1 year

	12
	non-randomised studies
	very seriousc
	not serious
	not serious
	very seriousa,b
	none
	-
	166
	MD -4.56 (-9.61 to 0.49)
	⨁◯◯◯
 Very lowa,b,c

	Difference in annual change of % eGFR between IL-18 quartile < or equal to 1 and quartile 2 >or equal to 19 and < or equal to 434 at 3 years

	12
	non-randomised studies
	very seriousc
	not serious
	not serious
	very seriousb,c
	none
	-
	165
	MD -4.09 (-10.51 to 2.33)
	⨁◯◯◯
 Very lowb,c

	Difference in annual change of % TKV between IL-18 quartile < or equal to 1 and quartile 2 >or equal to 19 and < or equal to 434 at 1 year

	12
	non-randomised studies
	very seriousc
	not serious
	not serious
	very seriousa,b
	none
	-
	166
	MD 1.54 (-0.61 to 3.69)
	⨁◯◯◯
 Very lowa,b,c

	Difference in annual change of % TKV between IL-18 quartile < or equal to 1 and quartile 2 >or equal to 19 and < or equal to 434 at 3 years

	12
	non-randomised studies
	very seriousc
	not serious
	not serious
	very seriousa,b
	none
	-
	165
	MD 0.71 (-4.1 to 5.52)
	⨁◯◯◯
 Very lowa,b,c


Explanations
a. CI crosses line of no effect
b. Small sample size
c. ROB assessed using QUIPs tool
References
1.Wang, Wei, You, Zhiying, Steele, Cortney N, Gitomer, Berenice, Chonchol, Michel, Nowak, Kristen L. Changes in tubular biomarkers with dietary intervention and metformin in patients .BMC nephrology; 2024. 
2.Parikh, Chirag R, Dahl, Neera K, Chapman, Arlene B, Bost, James E, Edelstein, Charles L, Comer, Diane M, Zeltner, Raoul, Tian, Xin, Grantham, Jared J, Somlo, Stefan. Evaluation of urine biomarkers of kidney injury in polycystic kidney disease..Kidney international; 2012. 
 
 
Supplementary Table 13. GRADE Summary of Findings for the effect of KIM-1 in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR-Standardized Beta

	31,2,3
	non-randomised studies
	seriousa
	not serious
	not serious
	not serious
	none
	-
	371
	Standardized Beta -0.25 
(-0.36 to -0.13)
	⨁⨁⨁◯
 Moderatea

	Annual change in eGFR- Unstandardized Beta

	14
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousb,c
	none
	-
	66
	Unstandardized Beta 2.3 
(-4 to 8.6)
	⨁◯◯◯
 Very lowb,c

	Annual change in mGFR- Standardized Beta

	13
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousc
	none
	1 study with 81 patients showed annual mGFR standardized Beta= -0.25 with a p value if 0.03
	⨁⨁◯◯
 Lowc

	Annual change in eGFR less than or equal to -3.5 mL/min/1.73 m2

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	302
	OR 1.46 
(0.99 to 2.14)
	⨁⨁◯◯
 Lowb

	Annual change in htTKV-Standardized Beta

	21,3
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	203
	Standardized Beta 0.05 
(-0.01 to 0.19)
	⨁⨁◯◯
 Lowb

	Annual change of htTKV- Unstandardized Beta

	14
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousb,c
	none
	-
	66
	Unstandardized Beta 2 
(-4.7 to 8.6)
	⨁◯◯◯
 Very lowb,c

	Difference (or mixed effect analysis) in annual eGFR decline between patients with uKIM-1/Cr above (high uKIM-1/Cr) or below (low uKIM-1/Cr) the median value of 0.2417 pg/g

	15
	non-randomised studies
	seriousd
	not serious
	not serious
	not serious
	none
	1 study with 1044 patients showed Difference of -0.47 mL/min between the 2 groups with p value 0.002
	⨁⨁⨁◯
 Moderated


Explanations
a. 1 study did not adjust for covariates
b. CI crosses line of no effect
c. Small sample size
d. Cut off used is data driven
References
1.Messchendorp, A Lianne, Meijer, Esther, Visser, Folkert W, Engels, Gerwin E, Kappert, Peter, Losekoot, Monique, Peters, Dorien J M, Gansevoort, Ron T, investigators, on,behalf,of,the,DIPAK-1,study. Rapid Progression of Autosomal Dominant Polycystic Kidney Disease: Urinary .American journal of nephrology; 2019. 
2.Segarra-Medrano, Alfons, Martin, Marisa, Agraz, Irene, Vilaprinyó, Mercè, Chamoun, Betty, Jatem, Elias, Molina, Maria, Colàs-Campàs, Laura, Garcia-Carrasco, Alicia, Roche, Sarai. Association between urinary biomarkers and disease progression in adults with .Clinical kidney journal; 2020. 
3.Messchendorp, A Lianne, Meijer, Esther, Boertien, Wendy E, Engels, Gerwin E, Casteleijn, Niek F, Spithoven, Edwin M, Losekoot, Monique, Burgerhof, Johannes G M, Peters, Dorien J M, Gansevoort, Ron T, Consortium, DIPAK. Urinary Biomarkers to Identify Autosomal Dominant Polycystic Kidney Disease .Kidney international reports; 2018. 
4.Wang, Wei, You, Zhiying, Steele, Cortney N, Gitomer, Berenice, Chonchol, Michel, Nowak, Kristen L. Changes in tubular biomarkers with dietary intervention and metformin in patients .BMC nephrology; 2024. 
5.Griffin, Benjamin R, You, Zhiying, Noureddine, Lama, Gitomer, Berenice, Perrenoud, Loni, Wang, Wei, Chonchol, Michel, Jalal, Diana, Investigators, the,HALT. KIM-1 and Kidney Disease Progression in Autosomal Dominant Polycystic Kidney .American journal of nephrology; 2020. 
 
















Supplementary Table 14. GRADE Summary of Findings for the effect of maximal urine-concentrating capacity(mOsm/kg) ADPKD
	№ of studies
	Certainty assessment
	impact
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	
	

	Annual eGFR change

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa
	none
	1 study of 30 participantsstandardized beta coefficient 0.07,p value 0 .03
	⨁◯◯◯
 Very lowa


Explanations
a. Small sample size
References
1.Heida, Judith E, Gansevoort, Ron T, Messchendorp, A Lianne, Meijer, Esther, Casteleijn, Niek F, Boertien, Wendy E, Zittema, Debbie, Consortium, DIPAK. Use of the Urine-to-Plasma Urea Ratio to Predict ADPKD Progression..Clinical journal of the American Society of Nephrology : CJASN; 2021. 
 







Supplementary Table 15. GRADE Summary of Findings for the effect of urine microglo in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR-Standardized Beta

	41,2,3,4
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	1105
	Standardized Beta -0.28 (-0.41 to -0.14)
	⨁⨁⨁⨁
 High

	Annual Change in eGFR-Non-standardized Beta

	15
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa,b
	none
	-
	66
	Unstandardized beta -1.3 (-6.7 to 4.2)
	⨁⨁◯◯
 Lowa,b

	10-year estimate of eGFR change-Correlation

	16
	non-randomised studies
	very seriousc
	not serious
	not serious
	not serious
	none
	-
	251
	Spearman Correlation 0.45 (0.26 to 0.64)
	⨁⨁◯◯
 Lowc

	Odds of having a rapidly progressive disease (annual change in eGFR more than –3.5 mL/ min/1.73 m2)

	11
	non-randomised studies
	not serious
	not serious
	seriousd
	not serious
	none
	-
	302
	OR 1.63 (1.09 to 2.44)
	⨁⨁⨁◯
 Moderated

	Annual change in mGFR-Standardized Beta

	13
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb,e
	none
	1 study having 81 patients showed an annual change in mGFR standardized beta -0.21 with a p value 0.29
	⨁⨁◯◯
 Lowb,e

	Annual change in TKV-Standardized Beta

	21,3
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	215
	Standardized Beta 0.07 (-0.09 to 0.23)
	⨁⨁◯◯
 Lowa

	% Annual change in TKV-Unstandardized Beta

	15
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousb,f
	none
	-
	66
	Unstandardized beta -0.39 (-6 to 5.2)
	⨁◯◯◯
 Very lowb,f

	Kidney Failure or 30% eGFR Decline

	14
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousg
	none
	-
	740
	HR 1.69 (1.01 to 2.83)
	⨁⨁◯◯
 Lowg

	Rapid Progression: eGFR loss of ≥3 ml/min per 1.73 m2 per year

	14
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	740
	OR 1.78 (1.4 to 2.27)
	⨁⨁⨁⨁
 High


Explanations
a. Wide CI
b. Small number of patients and events
c. No adjustment for confounding factors
d. Surrogate Outcome
e. p value not statistically significant
f. Wide CI crossing both MIDs
g. CI ranging from no effect to increase in effect
References
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Supplementary Table 16. GRADE Summary of Findings for the effect of MicroRNAs in urine ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	miR-30a-5p: Annual eGFR change

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	1 study with 40 patients showed standardized beta=-0.215 with p value 0.16 
	⨁◯◯◯
 Very lowa,b

	miR-30e-5p: Annual eGFR change

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	1 study with 40 patients showed standardized beta=-0.236 with p value 0.12 
	⨁◯◯◯
 Very lowa,b

	miR-192-5p: Annual eGFR change

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	1 study with 40 patients showed standardized beta=-0.236 with p value 0.12 
	⨁◯◯◯
 Very lowa,b

	
	
	
	
	
	
	
	
	
	
	


Explanations
a. Small sample size
b. P value not significant
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Supplementary Table 17. GRADE Summary of Findings for the effect of MIF in ADPKD
	№ of studies
	Certainty assessment
	impact
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	
	

	Annual eGFR change

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	1 study with 89 patients showed annual eGFR change standardized Beta = 0.070 with P value 0.480
	⨁◯◯◯
 Very lowa,b

	Annual mGFR change

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	1 study with 81 patients showed annual mGFR change standardized Beta = 0.040 with P value 0.740
	⨁◯◯◯
 Very lowa,b

	Annual htTKV change

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	1 study with 89 patients showed annual htTKV change standardized Beta -0.01 with P value= 0.960
	⨁◯◯◯
 Very lowa,b


Explanations
a. Small sample size
b. p value is not significant
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Supplementary Table 18. GRADE Summary of Findings for the effect of NAG in ADPKD
	№ of studies
	Certainty assessment
	impact
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	
	

	Annual change in eGFR

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	1 study having 89 patients showed annual change in eGFR Standardized beta 0.06 with a p value 0.57
	⨁◯◯◯
 Very lowa,b

	Annual change in mGFR

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	1 study having 81 patients showed annual change in eGFR standardized beta -0.02 with a p value 0.89 
	⨁◯◯◯
 Very lowa,b

	Annual change in TKV

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	1 study having 71 patients showed annual change in TKV standardized beta 0.01 with a p value 0.95
	⨁◯◯◯
 Very lowa,b

	% Annual change of kidney growth rate

	1c
	non-randomised studies
	very seriousd
	not serious
	not serious
	very seriousa
	none
	1 study with 60 patients showed KGR unstandardized beta of 0.46 with a p value 0.015 
	⨁◯◯◯
 Very lowa,d

	
	
	
	
	
	
	
	
	
	
	
	
	


Explanations
a. Small sample size
b. p value is insignificant
c. Abstract only (TAKAYANAGI 2017) 
d. ROB assessed using QUIPs tool. Only abstract was provided
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Supplementary Table 19. GRADE Summary of Findings for the effect of NGAL in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR-Standardized Beta

	21,2
	non-randomised studies
	not serious
	not serious
	not serious
	seriousa
	none
	-
	241
	Standardized Beta -0.07 
(-0.29 to 0.14)
	⨁⨁⨁◯
 Moderatea

	Annual change in eGFR-Unstandardized Beta

	13
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized Beta -0.78 (-4.4 to 2.8)
	⨁◯◯◯
 Very lowa,b

	Annual change in eGFR-Correlation Coefficient

	14
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousb,c
	none
	In 1 study with 130 patients, Pearson Coefficient -0.09 with p value>0.05
	⨁◯◯◯
 Very lowb,c

	Difference in % eGFR change between patients with baseline NGAL <3.65 vas those between 31.6-315.62 at 3 years

	15
	non-randomised studies
	very seriousd
	not serious
	not serious
	very seriousa,b
	none
	-
	102
	MD 0.59 
(-6.24 to 7.42)
	⨁◯◯◯
 Very lowa,b,d

	Annual change in mGFR-Standardized Beta 

	12
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousb
	none
	1 study with 81 patients showed annual change in mGFR -0.34 with p value 0.01
	⨁◯◯◯
 Very lowb

	Annual change in eGFR < or equal to -3.5 mL/min/1.73 m2

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriouse
	none
	-
	302
	OR 1.61 
(1.01 to 2.59)
	⨁⨁⨁◯
 Moderatee

	Annual change in % TKV-Unstandardized Beta

	13
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized Beta 0.46 (-3.3 to 4.2)
	⨁◯◯◯
 Very lowa,b

	Annual change in htTKV-Standardized Beta

	21,2
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	203
	Standardized Beta -0.08 
(-0.23 to 0.08)
	⨁⨁◯◯
 Lowa

	Difference in % TKV change between patients with baseline NGAL <3.65 vas those between 31.6-315.62 at 1 year

	15
	non-randomised studies
	very seriousd
	not serious
	not serious
	very seriousa,b
	none
	-
	102
	MD −0.02 
(-2.68 to 2.64)
	⨁◯◯◯
 Very lowa,b,d

	Difference in % TKV change between patients with baseline NGAL <3.65 vas those between 31.6-315.62 at 3 years

	15
	non-randomised studies
	very seriousd
	not serious
	not serious
	very seriousa,b
	none
	-
	102
	MD 1.83 
(-3.88 to 7.54)
	⨁◯◯◯
 Very lowa,b,d

	Rapid Progression: Prognostic Test Accuracy for NGAL serum <10.62

	16
	non-randomised studies
	seriousf
	not serious
	not serious
	very seriousb
	none
	The prognostic test accuracy of NGAL was reported in 1 study having 61 patients with the best cut off considered as ≤10.62 having a sensitivity= 0.72 (0.62-0.91), specificity= 0.82(0.62-0.94), PPV=0.84(0.67-0.94), NPV= 0.76(0.57-0.91) and AUC=0.86(0.76-0.95) 
	⨁◯◯◯
 Very lowb,f

	Rapid Progression: eGFR decline (more than5mL/min/1.73m2 per year or2.5mL/ min/1.73 m2 per year over 5years) [Serum NGAL]

	16
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	61
	OR 0.69 
(0.57 to 0.84)
	⨁⨁◯◯
 Lowb

	Incidence of Renal Replacement Therapy

	17
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	52
	HR 1.02 
(0.97 to 1.03)
	⨁◯◯◯
 Very lowa,b

	ADPKD Progression: Composite endpoint of significant decline in mGFR, increase in TKV exceeding 5% per year, or ESRD

	17
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	52
	HR 0.9 (0.89 to 1.01)
	⨁◯◯◯
 Very lowa,b


Explanations
a. CI crosses line of no effect
b. Small sample size
c. No p value or CI reported
d. ROB assessed using QUIPS
e. CI ranges from close to no effect to having an effect
f. Cut off taken is data driven
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Supplementary Table 20. GRADE Summary of Findings for the effect of Urine phenylacetylglycine ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	ADPKD Progression: Annual change in eGFR of > −3.0 mL/min/1.73 m2/year

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	1 study with 324 patients had standardized beta 0.48 with standard error 0.13
	⨁⨁◯◯
 Lowa

	
	
	
	
	
	
	
	
	
	
	


Explanations
a. ROB assessed using QUIPS tool
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Supplementary Table 21. GRADE Summary of Findings for the effect of urine Potassium Excretion in ADPKD 
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	1004
	Unstandardized Beta 0.16 
(-0.24 to 0.55)
	⨁⨁◯◯
 Lowa

	Annual change in % TKV

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	462
	Unstandardized Beta 0.175 
(-1.542 to 1.921)
	⨁⨁◯◯
 Lowa

	Composite Outcome: death, ESRD or 50% reduction in eGFR

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriousb
	none
	-
	462
	HR 0.932 
(0.875 to 0.988)
	⨁⨁⨁◯
 Moderateb


Explanations
a. CI crosses the line of no effect
b. Numbers too close to 1
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Supplementary Table 22. GRADE Summary of Findings for the effect of Urinary Prostaglandin E2 (cut off used low PGE2 (93-472 microg/24hr) in ADPKD 
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in change in eGFR ml/min per 1.73 m2 per 2-fold increase PGE2

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	498
	mean -0.17 
(-0.38 to 0.04)
	⨁⨁◯◯
 Lowa

	Annual change in change in eGFR ml/min per 1.73 m2 per 2-fold increase PGE Metabolite

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	498
	mean -0.34 
(-0.59 to -0.09)
	⨁⨁◯◯
 Lowa

	Combined kidney end point of 40% loss of eGFR or kidney failure Per 2 fold increase in PGE2

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	498
	HR 1.05 
(0.87 to 1.26)
	⨁⨁◯◯
 Lowa

	Combined kidney end point 40% loss of eGFR or kidney failure Per 2 fold increase in PGE Metabolite

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	498
	HR 1.32 
(1.03 to 1.7)
	⨁⨁◯◯
 Lowa


Explanations
a. CI crosses line of no effect
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Supplementary Table 23. GRADE Summary of Findings for the effect of Proteinuria/Urinary Protein Excretion in ADPKD  
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR-Unstandardized Beta [unit: Log10g/g]

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	1 study with 324 patients showed an annual change in eGFR unstandardized beta -4.57 with a p value <0.001
	⨁⨁◯◯
 Lowa

	Annual change in eGFR-Unstandardized Beta [unit: Ln g /gCr]

	12
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb
	none
	-
	192
	Unstandardized Beta -2.15 (-4.53 to 0.24)
	⨁◯◯◯
 Very lowa,b

	Annual change in eGFR-Standardized Beta

	13
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousc
	none
	1 study with 130 patients showed an annual change in eGFR standardized beta -0.3 with a p value 0.009 
	⨁⨁◯◯
 Lowc

	Delta GFR/year -Correlation Coefficient

	14
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousc,d
	none
	1 study with 93 patients showed a delta GFR/year pearson correlation 0.265 with a p value 0.005
	⨁◯◯◯
 Very lowa,c,d

	Annual change in eGFR in proteinuria> or equal 0.3 g/g Cr (Dichotomous biomarker)

	15
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriouse
	none
	-
	207
	Non-standardized Beta -1.04 (-1.76 to -0.33)
	⨁◯◯◯
 Very lowa,e

	Annual % change in eGFR-Standardized Beta

	16
	non-randomised studies
	very seriousa
	not serious
	not serious
	extremely seriousc,e
	none
	-
	32
	Standardized Beta -0.301 
(-0.704 to 0.078)
	⨁◯◯◯
 Very lowa,c,e

	Delta % GFR/year-Correlation Coefficient

	14
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousc
	none
	1 study with 93 patients showed a delta % GFR/year pearson correlation 0.303 with a p value 0.001
	⨁◯◯◯
 Very lowa,c

	Annual % change of mGFR

	16
	non-randomised studies
	very seriousa
	not serious
	not serious
	extremely seriouse
	none
	-
	32
	standardized beta 0.038 
(-0.469 to 0.547)
	⨁◯◯◯
 Very lowa,e

	Annual % change in TKV [unit: Log10]

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousd
	none
	1 study with 324 patients showed an annual change in % TKV unstandardized beta 2.55 with a p value 0.05
	⨁◯◯◯
 Very lowa,d

	Annual change in % TKV [unit: Ln UPCR g/gCr]

	12
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	192
	Unstandardized Beta 6.95 
(-1.39 to 15.29)
	⨁◯◯◯
 Very lowa,b,c

	Rapid ADPKD Progression (defined as a sustained decline in eGFR of more than 5 mL/min/1.73m2 per year or 2.5 mL/min/1.73 m2 per year over 5 years (CKD-EPI Creatinine Equation)

	17
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousc,e
	none
	-
	61
	OR 1.85 
(0.23 to 14.67)
	⨁◯◯◯
 Very lowc,e

	Rapid CKD progression (Annual eGFR decline >1 mL/min/year)

	14
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousc
	none
	-
	198
	HR 2.35 
(1.09 to 5.07)
	⨁◯◯◯
 Very lowa,c

	≥ 50% eGFR decline or RRT (unit:1 g/Cr increase)

	18
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,c,e
	none
	-
	104
	OR 1.82 
(0.5 to 6.64)
	⨁◯◯◯
 Very lowa,b,c,e

	≥ 50% eGFR decline or RRT (unit: change between grades 0-3)

	19
	non-randomised studies
	not serious
	not serious
	not serious
	seriousc
	none
	-
	235
	HR 2.72 
(2.07 to 3.52)
	⨁⨁⨁◯
 Moderatec


Explanations
a. ROB assessed by QUIPS tool
b. CI crosses line of no effect
c. Small sample size
d. p value is insignificant
e. Wide CI
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Supplementary Table 24. GRADE Summary of Findings for the effect of Pyuria in ADPKD  

	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Annual eGFR change

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	-
	687
	Unstandardized Beta -3.810 
(-4.11 to -3.51)
	⨁⨁◯◯
Lowa

	Annual eGFR change in slow progressors

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	-
	270
	Unstandardized Beta −3.06
 (-3.46 to -2.66)
	⨁◯◯◯
Very lowa,b

	annual eGFR change in fast progressors

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	-
	417
	Unstandardized Beta −4.22 
(-4.62 to -3.81)
	⨁⨁◯◯
Lowa

	Annual change in htTKV

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	-
	437
	Unstandardized Beta 59.020 
(46.85 to 71.18)
	⨁⨁◯◯
Lowa

	Annual change in htTKV in slow progressors

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	-
	190
	Unstandardized Beta 13.590 
(7.86 to 19.32)
	⨁◯◯◯
Very lowa,b

	Annual change in htTKV in fast progressors 

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	247
	Unstandardized Beta 96.780 
(76.66 to 116.9)
	⨁◯◯◯
Very lowa,b,c


Explanations
a. ROB assessed using QUIPs tool
b. Small sample size
c. Wide CI
References
1.Jones, Brian E., Mkhaimer, Yaman G., Rangel, Laureano J., Chedid, Maroun, Schulte, Phillip J., Mohamed, Alaa K., Neal, Reem M., Zubidat, Dalia, Randhawa, Amarjyot K., Hanna, Christian, Gregory, Adriana V., Kline, Timothy L., Zoghby, Ziad M., Senum, Sarah R., Harris, Peter C., Torres, Vicente E., Chebib, Fouad T.. Asymptomatic Pyuria as a Prognostic Biomarker in Autosomal Dominant Polycystic Kidney Disease.Kidney360; 2022. 







Supplementary Table 25. GRADE Summary of Findings for the effect of urine sodium excretion in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Sodium excretion per 18 mmol with annual change in % htTKV

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	-
	283
	Unstandardized Beta 0.44 
(0.18 to 0.71)
	⨁⨁◯◯
 Lowa

	Annual change in % TKV

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	542
	Unstandardized Beta 0.126 
(-1.695 to 1.972)
	⨁⨁◯◯
 Lowb

	Sodium excretion per 18 mmol with annual change in eGFR

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	-
	553
	Unstandardized Beta -0.11 
(-0.02 to -0.21)
	⨁⨁◯◯
 Lowa

	Annual change in eGFR

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	1004
	Unstandardized beta 0.26 
(-0.33 to 0.85)
	⨁⨁◯◯
 Lowb

	Combined endpoint of death, ESRD or 50% reduction in eGFR

	12
	non-randomised studies
	not serious
	not serious
	not serious
	seriousc
	none
	-
	462
	HR 1.083 
(1.018 to 1.154)
	⨁⨁⨁◯
 Moderatec

	Difference in the GFR slope for a shift of biomarker from the 25th to 75th percentile for the study population( 159.6 to 200.5mg/24hrs)

	13
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb,d
	none
	-
	192
	Unstandardized Beta -0.17 
(-0.47 to 0.12)
	⨁⨁◯◯
 Lowb,d

	TKV change at 3 and 6 years

	14
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriouse
	none
	1 study with 205 patrients at year 3 and 165 patients at year 6 showed TKV change of unstandardized beta −0.000003 p value 0.96 and 0.00001 with p value 0.93 respectively
	⨁◯◯◯
 Very lowa,e


Explanations
a. ROB assessed using QUIPS tool
b. CI crossing the line of no effect
c. CI ranging from almost having no effect to have an effect
d. Results based on small sample size
e. p values are insignificant
References
1.Kramers, Bart J, Koorevaar, Iris W, Drenth, Joost P H, de Fijter, Johan W, Neto, Antonio Gomes, Peters, Dorien J M, Vart, Priya, Wetzels, Jack F, Zietse, Robert, Gansevoort, Ron T, Meijer, Esther. Salt, but not protein intake, is associated with accelerated disease progression .Kidney international; 2020. 
2.Torres, Vicente E, Abebe, Kaleab Z, Schrier, Robert W, Perrone, Ronald D, Chapman, Arlene B, Yu, Alan S, Braun, William E, Steinman, Theodore I, Brosnahan, Godela, Hogan, Marie C, Rahbari, Frederic F, Grantham, Jared J, Bae, Kyongtae T, Moore, Charity G, Flessner, Michael F. Dietary salt restriction is beneficial to the management of autosomal dominant .Kidney international; 2017. 
3.El Ters, Mireille, Lu, Pengcheng, Mahnken, Jonathan D, Stubbs, Jason R, Zhang, Shiqin, Wallace, Darren P, Grantham, Jared J, Chapman, Arlene B, Torres, Vicente E, Harris, Peter C, Bae, Kyongtae Ty, Landsittel, Douglas P, Rahbari-Oskoui, Frederic F, Mrug, Michal, Bennett, William M, Yu, Alan S L. Prognostic Value of Fibroblast Growth Factor 23 in Autosomal Dominant Polycystic .Kidney international reports; 2021. 
4.Torres, Vicente E, Grantham, Jared J, Chapman, Arlene B, Mrug, Michal, Bae, Kyongtae T, King, Bernard F Jr, Wetzel, Louis H, Martin, Diego, Lockhart, Mark E, Bennett, William M, Moxey-Mims, Marva, Abebe, Kaleab Z, Lin, Yan, Bost, James E, (CRISP), Consortium,for,Radiologic,Imaging,Studies,of,Polycystic,Kidney,Disease. Potentially modifiable factors affecting the progression of autosomal dominant .Clinical journal of the American Society of Nephrology : CJASN; 2011. 











Supplementary Table 26. GRADE Summary of Findings for the effect of U alpha-GST/ U Cr in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	eGFR decline (assessed with: % eGFR decline over 3 years)

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb
	none
	In 1 study with 21 patients spearman correlation coefficient was 0.04 with p value= 0.07 
	⨁◯◯◯
 Very lowa,b

	eGFR decline (assessed with: decline >30% of eGFR over 3 year)

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb
	none
	For U alpha-GST/ U Cr median 6.88 ug/g, the test showed sensitivity= 71%, specificity= 64%, PPV=50% and NPV =82% to identify patients with a decline >30% of eGFR over a 3 year period , AUC= 0.704 
	⨁◯◯◯
 Very lowa,b

	
	
	
	
	
	
	
	
	
	
	


Explanations
a. ROB assessed using QUIPs tool
b. Small sample size
References
1.Fernandes, Sara, Fernandes, Adriana, Donato, Beatriz C., Goncalves, Luis F., Raimundo, Mario R., Teixeira, Catarina, de Almeida, Edgar A., Department, Neprhology. A New Ally in Evaluation of Progression of Autosomal Dominant Polycystic Kidney Disease: PO1259.Journal of the American Society of Nephrology; 2021. 
Supplementary Table 27. GRADE Summary of Findings for the effect of Urea/Urea excretion in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual eGFR-Standardized Beta (urine-to-plasma urea ratio)

	11
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	596
	Standardized Beta 0.28 (0.04 to 0.52)
	⨁⨁⨁⨁
 High

	Annual eGFR-Unstandardized Beta (urine-to-plasma urea ratio)

	22
	non-randomised studies
	not serious
	very seriousa
	not serious
	seriousb
	none
	-
	613
	Unstandardized Beta 2.63 (-2.57 to 7.83)
	⨁◯◯◯
 Very lowa,b

	Urine-concentrating capacity (urine-to-plasma urea ratio)

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousc
	none
	One study reporting a standardized beta of 0.96, with a p-value < 0.001.
	⨁⨁◯◯
 Lowc

	12
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	706
	HR 1.43 (1.11 to 1.85)
	⨁⨁⨁⨁
 High

	Kidney Failure or 30% eGFR Decline (urine-to-plasma urea ratio)

	11
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	596
	HR 0.79 (0.69 to 0.9)
	⨁⨁⨁⨁
 High

	Rapidly Progressive Disease:eGFR loss of ≥3 ml/min per 1.73 m2 per year (urine-to-plasma urea ratio)

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriousb
	none
	-
	596
	OR 0.75 (0.55 to 1.02)
	⨁⨁⨁◯
 Moderateb

	Annual eGFR-Unstandardized Beta (urea)

	13
	non-randomised studies
	very seriousd
	not serious
	not serious
	seriousb
	none
	-
	553
	Unstandardized Beta -0.002 (-0.03 to 0.03)
	⨁◯◯◯
 Very lowb,d

	Annual % change in TKV-Unstandardized Beta (urea)

	13
	non-randomised studies
	very seriousd
	not serious
	not serious
	seriousb
	none
	-
	283
	Unstandardized Beta -0.09 (-0.19 to 0.01)
	⨁◯◯◯
 Very lowb,d


Explanations
a. Visual heterogeneity with lack of overlapping point estimates and confidence intervals.
b. Crossing the null.
c. Very small number of participants.
d. High rates of patients lost to follow-up.
References
1.Bais, Thomas, Knol, Martine G E, Xue, Laixi, Geertsema, Paul, Vart, Priya, Reichel, Franz, Arjune, Sita, Müller, Roman-Ulrich, Dekker, Shosha E I, Salih, Mahdi, Meijer, Esther, Gansevoort, Ron T, Consortium, DIPAK. Predicting Kidney Outcomes in Autosomal Dominant Polycystic Kidney Disease: A .Clinical journal of the American Society of Nephrology : CJASN; 2025. 
2.Heida, Judith E, Gansevoort, Ron T, Messchendorp, A Lianne, Meijer, Esther, Casteleijn, Niek F, Boertien, Wendy E, Zittema, Debbie, Consortium, DIPAK. Use of the Urine-to-Plasma Urea Ratio to Predict ADPKD Progression..Clinical journal of the American Society of Nephrology : CJASN; 2021. 
3.Kramers, Bart J, Koorevaar, Iris W, Drenth, Joost P H, de Fijter, Johan W, Neto, Antonio Gomes, Peters, Dorien J M, Vart, Priya, Wetzels, Jack F, Zietse, Robert, Gansevoort, Ron T, Meijer, Esther. Salt, but not protein intake, is associated with accelerated disease progression .Kidney international; 2020. 








Supplementary Table 28. GRADE Summary of Findings for the effect of Urine osmolality in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR-Standardized Beta

	21,2
	non-randomised studies
	seriousa
	not serious
	not serious
	not serious
	none
	-
	520
	Standardized Beta 0.16 
(0.05 to 0.28)
	⨁⨁⨁◯
 Moderatea

	Annual change in GFR-Unstandardized Beta over 6 years

	13
	non-randomised studies
	seriousa
	not serious
	not serious
	seriousb
	none
	1 study assessed annual change in uncorrected GFR over 6 years with 182 patients having unstandardized beta= -0.007 with p value 0.009
	⨁⨁◯◯
 Lowa,b

	Annual change in % TKV 

	12
	non-randomised studies
	not serious
	not serious
	not serious
	seriousc
	none
	1 study with 465 patients showed standardized beta -0.02 with p value 0.72
	⨁⨁⨁◯
 Moderatec

	ADPKD Progression: Composite endpoint of significant decline in mGFR, increase in TKV exceeding 5% per year, or ESRD

	14
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousb,d
	none
	-
	52
	HR 0.95 (0.83 to 1.01)
	⨁◯◯◯
 Very lowb,d

	Annual change in eGFR-Unstandardized Beta (log transformed)

	15
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb,d
	none
	-
	207
	Unstandardized Beta 0 (-0.001 to 0.002)
	⨁⨁◯◯
 Lowb,d

	Annual change in eGFR-Unstandardized Beta 

	16
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,c
	none
	1 study with 141 patients showed unstandardized beta -0.08 with p value 0.86
	⨁◯◯◯
 Very lowa,b,c

	Annual change in GFR-Unstandardized Beta (1st vs 3rd quartile)

	17
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	192
	Unstandardized Beta -0.46 (-0.89 to -0.03)
	⨁⨁◯◯
 Lowb

	Difference in baseline Uosm in patients with different ranges of annual change in eGFR 

	18
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb
	none
	Patients (n=70) with eGFR slope > or equal to 1.3 had baseline Uosm =559 mOsm/kg vs those who had eGFR slope<-5.8 mOsm/kg (n=72) had baseline Uosm=452 mOsm/kg
	⨁◯◯◯
 Very lowa,b


Explanations
a. ROB assessed using QUIPS
b. Small sample size
c. P value is not significant
d. CI crosses line of no effect
References
1.Casteleijn, Niek F., Zittema, Debbie, Bakker, Stephan J.L., Boertien, Wendy E., Gaillard, Carlo A., Meijer, Esther, Spithoven, Edwin M., Struck, Joachim, Gansevoort, Ron T.. Urine and Plasma Osmolality in Patients with Autosomal Dominant Polycystic Kidney Disease: Reliable Indicators of Vasopressin Activity and Disease Prognosis?.Am J Nephrol; 2015. 
2.Gansevoort, Ron T, van Gastel, Maatje D A, Chapman, Arlene B, Blais, Jaime D, Czerwiec, Frank S, Higashihara, Eiji, Lee, Jennifer, Ouyang, John, Perrone, Ronald D, Stade, Katrin, Torres, Vicente E, Devuyst, Olivier, Investigators, TEMPO,3:4. Plasma copeptin levels predict disease progression and tolvaptan efficacy in .Kidney international; 2019. 
3.Torres, Vicente E, Grantham, Jared J, Chapman, Arlene B, Mrug, Michal, Bae, Kyongtae T, King, Bernard F Jr, Wetzel, Louis H, Martin, Diego, Lockhart, Mark E, Bennett, William M, Moxey-Mims, Marva, Abebe, Kaleab Z, Lin, Yan, Bost, James E, (CRISP), Consortium,for,Radiologic,Imaging,Studies,of,Polycystic,Kidney,Disease. Potentially modifiable factors affecting the progression of autosomal dominant .Clinical journal of the American Society of Nephrology : CJASN; 2011. 
4.Lacquaniti, Antonio, Chirico, Valeria, Lupica, Rosaria, Buemi, Antoine, Loddo, Saverio, Caccamo, Chiara, Salis, Paola, Bertani, Tullio, Buemi, Michele. Apelin and copeptin: two opposite biomarkers associated with kidney function .Peptides; 2013. 
5.Park, Hayne Cho, Kim, Juhee, Cho, AJin, Kim, Do Hyoung, Lee, Young Ki, Ryu, Hyunjin, Kim, Hyunsuk, Oh, Kook Hwan, Oh, Yun Kyu, Hwang, Young Hwan, Lee, Kyu Beck, Kim, Soo Wan, Kim, Yeong Hoon, Lee, Joongyub, Ahn, Curie, Group, KNOW-CKD,Investigators. Urinary Angiotensinogen in addition to Imaging Classification in the Prediction .Journal of Korean medical science; 2020. 
6.Hebert, Lee A, Greene, Tom, Levey, Andrew, Falkenhain, Michael E, Klahr, Saulo. High urine volume and low urine osmolality are risk factors for faster .American journal of kidney diseases : the official journal of the National Kidney ; 2003. 
7.El Ters, Mireille, Lu, Pengcheng, Mahnken, Jonathan D, Stubbs, Jason R, Zhang, Shiqin, Wallace, Darren P, Grantham, Jared J, Chapman, Arlene B, Torres, Vicente E, Harris, Peter C, Bae, Kyongtae Ty, Landsittel, Douglas P, Rahbari-Oskoui, Frederic F, Mrug, Michal, Bennett, William M, Yu, Alan S L. Prognostic Value of Fibroblast Growth Factor 23 in Autosomal Dominant Polycystic .Kidney international reports; 2021. 
8.Devuyst, Olivier, Chapman, Arlene B, Gansevoort, Ron T, Higashihara, Eiji, Perrone, Ronald D, Torres, Vicente E, Blais, Jaime D, Zhou, Wen, Ouyang, John, Czerwiec, Frank S. Urine Osmolality, Response to Tolvaptan, and Outcome in Autosomal Dominant .Journal of the American Society of Nephrology : JASN; 2017. 








Supplementary Table 29. GRADE Summary of Findings for the effect of PRO-C6 in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	annual eGFR decline

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	In 1 study with 305 patients, linear mixed models was done and showed p value <0.001 
	⨁◯◯◯
 Very lowa,b

	
	
	
	
	
	
	
	
	
	
	


Explanations
a. ROB assessed using QUIPs tool
b. Crude values not reported
References
1.Genovese, Federica, Heida, Judith E., Sparding, Nadja, Karsdal, Morten A., Gansevoort, Ron T., Rasmussen, Daniel Guldager Kring. Biomarkers Reflecting Extracellular Matrix Turnover Are Prognostic for Kidney Function Decline in Patients with ADPKD: PO1228.Journal of the American Society of Nephrology; 2021. 









Supplementary Table 30. GRADE Summary of Findings for the effect of PRO-C3 in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual eGFR change

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	In 1 study with 305 patients,linear mixed model was used and showed p value= 0.001 
	⨁◯◯◯
 Very lowa,b

	
	
	
	
	
	
	
	
	
	
	


Explanations
a. ROB assessed using QUIPs tool
b. Did not report crude values
References
1.Genovese, Federica, Heida, Judith E., Sparding, Nadja, Karsdal, Morten A., Gansevoort, Ron T., Rasmussen, Daniel Guldager Kring. Biomarkers Reflecting Extracellular Matrix Turnover Are Prognostic for Kidney Function Decline in Patients with ADPKD: PO1228.Journal of the American Society of Nephrology; 2021. 






Supplementary Table 31. GRADE Summary of Findings for the effect of of Urine pH in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual eGFR decline

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	207
	Unstandardized Beta 0.451 (0.065 to 0.837)
	⨁⨁◯◯
 Lowa


Explanations
a. Small sample size
References
1.Park, Hayne Cho, Kim, Juhee, Cho, AJin, Kim, Do Hyoung, Lee, Young Ki, Ryu, Hyunjin, Kim, Hyunsuk, Oh, Kook Hwan, Oh, Yun Kyu, Hwang, Young Hwan, Lee, Kyu Beck, Kim, Soo Wan, Kim, Yeong Hoon, Lee, Joongyub, Ahn, Curie, Group, KNOW-CKD,Investigators. Urinary Angiotensinogen in addition to Imaging Classification in the Prediction .Journal of Korean medical science; 2020. 
 








Supplementary Table 32. GRADE Summary of Findings for the effect of urine VEGF in ADPKD
	№ of studies
	Certainty assessment
	impact
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	
	

	Annual eGFR change

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	1 study with 130 patients showed annual eGFR change standardized Beta= -0.19 with P value is 0.024
	⨁⨁◯◯
 Lowa

	Annual eGFR change

	1
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	1 study with 130 patients showed annual eGFR change pearson coefficient -0.52 with P value is <0.02
	⨁⨁◯◯
 Lowa


Explanations
a. Small sample size
References
1.Segarra-Medrano, Alfons, Martin, Marisa, Agraz, Irene, Vilaprinyó, Mercè, Chamoun, Betty, Jatem, Elias, Molina, Maria, Colàs-Campàs, Laura, Garcia-Carrasco, Alicia, Roche, Sarai. Association between urinary biomarkers and disease progression in adults with .Clinical kidney journal; 2020. 
 




Supplementary Table 33. GRADE Summary of Findings for the effect of YKL-40 in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual %change in htTKV

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized Beta -0.440 (-3.9 to 3.06)
	⨁◯◯◯
 Very lowa,b

	Annual eGFR change 

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	-
	66
	Unstandardized beta coefficient -1.500 (-4.7 to 1.8)
	⨁◯◯◯
 Very lowa,b


Explanations
a. Small sample size
b. CI crosses line of no effect
References
1.Wang, Wei, You, Zhiying, Steele, Cortney N, Gitomer, Berenice, Chonchol, Michel, Nowak, Kristen L. Changes in tubular biomarkers with dietary intervention and metformin in patients .BMC nephrology; 2024. 
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Supplementary Table 1. GRADE Summary of Findings for the effect of Anandamide (AEA) in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual % change in htTKV

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	In 1 study with 102 patients,Standardized Beta was -0.332 with p value=0.000
	⨁⨁◯◯
 Lowa

	Change in eGFR (assessed with: Δ(parameter) = value2 or 4 years−value baseline))

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	In 1 study with 102 patients,standardized beta was 0.192 with p value= 0.006 
	⨁⨁◯◯
 Lowa


Explanations
a. Small sample size
References
1.Klawitter, Jost, Sempio, Cristina, Jackson, Matthew J., Smith, Peter H., Hopp, Katharina, Chonchol, Michel, Gitomer, Berenice Y., Christians, Uwe, Klawitter, Jelena. Endocannabinoid System in Polycystic Kidney Disease.Am J Nephrol; 2022. 















Supplementary Table 2. GRADE Summary of Findings for the Effect of Apelin in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Change in TKV over 2 years

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	1 study having 52 patients have change in TKV standardized beta -0.339 with a p value of 0.02
	⨁⨁◯◯
 Lowa

	Change in mGFR over 2 years

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	In 1 study having 52 patients, the change in mGFR was a Standardized Beta coefficient of 0.139 with a p value 0.001
	⨁⨁◯◯
 Lowa

	Incidence of Renal Replacement Therapy

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	52
	HR 0.91 (0.8 to 0.93)
	⨁⨁◯◯
 Lowa

	ADPKD progression: composite endpoint of significant decline in mGFR, increase in TKV exceeding 5% per year, or ESRD

	11
	non-randomised studies
	seriousb
	not serious
	not serious
	very seriousa
	none
	The prognostic test accuracy of apelin was reported in 1 study having 52 patients with the best cut off considered as ≤68.5 pg/mL having a sensitivity= 84.8 (68.1–94.9), specificity= 94.7 (74.0–99.9), +LR=16.12 , -LR=0.16 and AUC=0.95[95%CI 0.851-0.991]
c
	⨁◯◯◯
 Very lowa,b

	ADPKD progression: composite endpoint of significant decline in mGFR, increase in TKV exceeding 5% per year, or ESRD

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	52
	HR 0.95 (0.93 to 0.96)
	⨁⨁◯◯
 Lowa


Explanations
a. Small sample size
b. Cut off taken is data driven
c. Other cut offs given were ≤306 pg/mL[Sensitivity=100.0 (89.4–100.0), Specificity=0.00 (0.0–17.6)] , ≤97 pg/mL[ Sensitivity=100.0 (89.4–100.0), Specificity=47.3 (24.4–71.1)], ≤50 pg/mL[Sensitivity=36.3 (20.4–54.9), Specificity=100.0 (82.4–100.0)], and ≤20 pg/mL[ Sensitivity= 0.0 (0.0–10.6) , Specificity=100.0 (82.4–100.0)].
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Supplementary Table 3. GRADE Summary of Findings for the effect of plasma beta-hydroxybutyrate in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual eGFR slope

	21,2
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	482
	Standardized Beta 0.21 (0.01 to 0.41)
	⨁⨁⨁⨁
 High

	Annual htTKV growth

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	344
	Standardized Beta 1.001 (1 to 1.01)
	⨁⨁◯◯
 Lowa

	Kidney Failure or 30% eGFR Decline

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	596
	HR 1.02 (0.9 to 1.16)
	⨁⨁◯◯
 Lowb

	Rapid Progression: eGFR loss of ≥3 ml/min per 1.73 m2 per year

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	596
	OR 0.9 (0.74 to 1.11)
	⨁⨁◯◯
 Lowb



Explanations
a. CI includes line of no effect
b. CI crosses line of no effect
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Supplementary Table 4. GRADE Summary of Findings for the effect of Bicarbonate in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual eGFR-Standardized Beta (continuous)

	11
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	296
	Standardized Beta -0.120 
(-0.2 to -0.03)
	⨁⨁⨁⨁
 High

	Annual eGFR-Unstandardized Beta

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	-
	774
	Unstandardized Beta 0.1 
(0.02 to 0.18)
	⨁⨁◯◯
 Lowa

	Annual eGFR-Standardized Beta (≥ 28 vs 25-28 mEq/L)

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	-
	774
	Standardized Beta 0.2 (-0.26 to 0.64)
	⨁◯◯◯
 Very lowa,b

	Annual eGFR-Standardized Beta (≤ 24 vs 25-28 mEq/L)

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	-
	774
	Standardized Beta -0.4 (-0.93 to 0.07)
	⨁◯◯◯
 Very lowa,b

	Annual % change in TKV-Standardized Beta

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriousb
	none
	-
	296
	Standardized Beta -0.1 (-0.5 to 0.2)
	⨁⨁⨁◯
 Moderateb

	Annual change in TKV-Unstandardized Beta

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	-
	774
	Unstandardized Beta 1.1 (-3.1 to 5.4)
	⨁◯◯◯
 Very lowa,b

	Annual % change in TLV (in PLD subgroup)-Standardized Beta

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriousb
	none
	-
	296
	Standardized Beta -0.2 (-0.8 to 0.3)
	⨁⨁⨁◯
 Moderateb

	Mayo imaging class classification-Standardized Beta

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriousb
	none
	-
	296
	Standardized Beta -0.17 (-0.8 to 0.3)
	⨁⨁⨁◯
 Moderateb

	>30% decrease in baseline eGFR or kidney failure (assessed with: Tertile 1 vs Tertile 3)

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriousc
	none
	-
	99
	HR 2.95 (1.21 to 7.19)
	⨁⨁⨁◯
 Moderatec

	>30% decrease in baseline eGFR or kidney failure (continuous)

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriousc
	none
	-
	99
	HR 1.21 (1.06 to 1.37)
	⨁⨁⨁◯
 Moderatec


Explanations
a. Conference abstract.
b. Crossing the null.
c. Small number of patients.
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Supplementary Table 5. GRADE Summary of Findings for the effect of CRP in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Overall survival

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	-
	138
	Hazard Ratio 1.05 (1 to 1.1)
	⨁◯◯◯
 Very lowa,b

	Renal survival

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb
	none
	-
	138
	Hazard ratio 1.11 (1.03 to 1.19)
	⨁◯◯◯
 Very lowa,b

	Rapid progression (assessed with: decrease of>10% of baseline eGFR over 12 months of follow-up, eGFR measures by CKD-EPI)

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb,c
	none
	-
	105
	odds risk 1.06 (0.98 to 1.15)
	⨁⨁◯◯
 Lowb,c


Explanations
a. ROB assessed using QUIPS tool
b. Small sample size
c. CI crosses line of no effect
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Supplementary Table 6. GRADE Summary of Findings for the effect of Calcium ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Overall survival (serum Ca)

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb
	none
	-
	138
	HR 0.58 
(0.17 to 1.95)
	⨁◯◯◯
 Very lowa,b

	Renal survival (Serum Ca)

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	-
	138
	HR 0.15
 (0.05 to 0.39)
	⨁◯◯◯
 Very lowa,b

	Annual eGFR slope (Fractional calcium urine excretion)

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	1 study with 99 patients showed pearson correlation -0.236 with p value 0.03
	⨁◯◯◯
 Very lowa,b


Explanations
a. ROB assessed using QUIPs tool
b. Small sample size
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Supplementary Table 7. GRADE Summary of Findings for the effect of copeptin in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual eGFR change-Standardized Beta

	41,2,3,4
	non-randomised studies
	not serious
	not serious
	not serious
	serious
	none
	-
	1337
	Standardized Beta -0.38 
(-0.66 to -0.11)
	⨁⨁⨁⨁
 High

	Annual eGFR change-Unstandardized Beta

	25,6
	non-randomised studies
	not serious
	not serious
	not serious
	seriousa
	none
	-
	481
	Unstandardized Beta -0.92 
(-1.82 to -0.02)
	⨁⨁⨁◯
 Moderatea

	Annual mGFR change-Standardized Beta

	13
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousb
	none
	1 study assessing mGFR in 71 patients showed standardized beta -0.345 with a p value (0.006) 
	⨁◯◯◯
 Very lowb

	Annual mGFR change- Unstandardized Beta

	17
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousc
	none
	1 study assessing mGFR in 225 patients showed unstandardized beta -0.723 with a p value (0.09).
	⨁⨁◯◯
 Lowc

	Annual % change of TKV-Standardized Beta

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousc
	none
	1 study assessing % change in TKV in 465 patients showed standardized beta to be 0.1 with a p value (0.09)
	⨁⨁◯◯
 Lowc

	Annual % change of TKV-Unstandardized Beta

	17
	non-randomised studies
	not serious
	not serious
	not serious
	seriousb
	none
	1 study assessing % change in TKV in 225 patients showed unstandardized beta to be 0.006 with a p value (0.03) 
	⨁⨁⨁◯
 Moderateb

	Annual change of TKV-Standardized Beta

	15
	non-randomicarbonased studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	348
	Standardized Beta 1.006 (1 to 1.01)
	⨁⨁⨁⨁
 High

	Incidence of renal replacement therapy

	18
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	52
	HR 1.03 (1.01 to 1.04)
	⨁⨁◯◯
 Lowb

	Incidence of renal replacement therapy (p value reported)

	13
	non-randomised studies
	not serious
	not serious
	not seriousd
	very seriousb,c
	none
	1 study assessing 79 patients showed HR=5.73 with a p value 0.1
	⨁⨁◯◯
 Lowb,c,d

	Composite Outcome:ADPKD progression: composite endpoint of significant decline in mGFR, increase in TKV exceeding 5% per year, or ESRD

	18
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	-
	52
	HR 1.03 (1.01 to 1.04)
	⨁⨁◯◯
 Lowb

	ADPKD progression: composite endpoint of significant decline in mGFR, increase in TKV exceeding 5% per year, or ESRD

	18
	non-randomised studies
	seriouse
	not serious
	not serious
	very seriousb
	none
	The prognostic test accuracy of copeptin was reported in 1 study having 52 patients with the best cut off considered as >9.56 pmol/L with a sensitivity of 66.6 (48.2–82.0), specificity of 84.2 (60.4–96.6), +LR 4.22, -LR 0.4 , AUC= 0.805 [95% CI (0.671-0.901)]f
	⨁◯◯◯
 Very lowb,e

	Copeptin as a predictor whether eGFR will be >or ≤59 mL/min/1.73 m2 at 3 years

	19
	non-randomised studies
	very seriouse
	not serious
	not serious
	seriousb
	none
	1 study with 202 patients reported on eGFR changes for a copeptin cut off of 0.81 ng/mL . AUC= 0.61(0.54–0.68) , Sensitivity(%)= 43.5(33.2–55.2) , Specificity (%) = 60.2(50.3–60.9) , PPV (%) = 52.2(41.4–62.9) ,NPV (%) = 59.1(49.3–68.4) 
	⨁◯◯◯
 Very lowb,e

	Kidney Failure or 30% eGFR Decline

	14
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousg
	none
	-
	740
	HR 1.9 (0.87 to 4.13)
	⨁⨁◯◯
 Lowg

	Rapid Progression: eGFR loss of ≥3 ml/min per 1.73 m2 per year

	14
	non-randomised studies
	not serious
	not serious
	not serious
	serioush
	none
	-
	740
	OR 2.49 (1.09 to 5.7)
	⨁⨁⨁◯
 Moderateh


Explanations
a. Wide CI
b. Small number of patients
c. p value not statistically significant
d. Outcome included treatment group however adjusted for it
e. Cut off used was data driven
f. Other cut offs given were ≥4.7pmol/L[Sensitivity=100.0 (89.4–100.0), Specificity=0.00 (0.0–10)] , >7.4pmol/L[ Sensitivity=87.8 (71.8–96.6), Specificity=42.11 (20.3–66.5)], >12.5 pmol/L [Sensitivity=27.2 (13.3–45.5), Specificity=100.0 (82.4–100.0)], and >17.8 pmol/L [ Sensitivity= 0.0 (0.0–10.6) , Specificity=100.0 (82.4–100.0)].
g. CI crosses line of no effect
h. CI ranging from having very little effect to having an effect
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Supplementary Table 8. GRADE Summary of Findings for the effect of serum ET-1 ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Overall survival

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	138
	HR 1.10 
(1.01 to 1.2)
	⨁◯◯◯
 Very lowa,b,c

	Renal outcome

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb,c
	None
	-
	138
	HR 1.05 
(1 to 1.17)
	⨁◯◯◯
 Very lowa,b,c


Explanations
a. ROB assessed using QUIPs tool
b. Small sample size
c. CI ranges from no effect to having an effect
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Supplementary Table 9. GRADE Summary of Findings for the effect of FGF23 in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual eGFR-Standardized Beta

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriousa
	none
	-
	596
	Standardized Beta -0.12 
(-0.37 to 0.13)
	⨁⨁⨁◯
 Moderatea

	Annual eGFR-Unstandardized Beta (assessed with: Quartile 4 vs Quartile 1)

	32,3
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	1194
	Unstandardized Beta -3.72 
(-4.05 to -3.39)
	⨁⨁⨁⨁
 High

	Annual % change in TKV-Unstandardized Beta (assessed with: Quartile 4 vs Quartile 1)

	22,3
	non-randomised studies
	not serious
	seriousb
	not serious
	very seriousc
	none
	-
	732
	Unstandardized Beta 3.42 
(-3.07 to 9.91)
	⨁◯◯◯
 Very lowb,c

	ESRD, death, or 50% reduction in eGFR (assessed with: Quartile 4 vs Quartile 1)

	22,3
	non-randomised studies
	not serious
	not serious
	not serious
	seriousd
	none
	-
	141
	HR 2.90 (1.87 to 4.5)
	⨁⨁⨁◯
 Moderated

	ESRD or death (assessed with: Quartile 4 vs Quartile 1)

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriouse
	none
	1 study analyzing 37 patients showed HR of 2.45 (p-value = 0.03).
	⨁⨁◯◯
 Lowe

	Kidney Failure or 30% eGFR Decline

	11
	non-randomised studies
	not serious
	not serious
	not serious
	not serious
	none
	-
	596
	HR 1.35 (1.12 to 1.63)
	⨁⨁⨁⨁
 High

	Rapidly Progressive Disease: eGFR loss of ≥3 ml/min per 1.73 m2 per year

	11
	non-randomised studies
	not serious
	not serious
	not serious
	seriousa
	none
	-
	596
	OR 1.3 (0.96 to 1.75)
	⨁⨁⨁◯
 Moderatea

	50% reduction in eGFR Hazard ratio (assessed with: Quartile 4 vs Quartile 1)

	13
	non-randomised studies
	not serious
	not serious
	not serious
	very seriouse
	none
	-
	53
	HR 2.91 (1.64 to 5.19)
	⨁⨁◯◯
 Lowe

	ESRD occurence (assessed with: Quartile 4 vs Quartile 1)

	13
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,e
	none
	-
	45
	HR 2.04 (0.9 to 4.65)
	⨁◯◯◯
 Very lowa,e

	% increase in Liver volume-Standardized Beta

	14
	non-randomised studies
	very seriousf
	not serious
	not serious
	very seriousc
	none
	-
	440
	Standardized Beta -1.94 (-17.04 to 13.15)
	⨁◯◯◯
 Very lowc,f


Explanations
a. Wide CI crossing null.
b. Considerable inconsistency via visual inspection.
c. Very wide CI crossing MIDs.
d. Small number of patients and events.
e. Very small number of patients and events.
f. Conference abstract with limited reporting.
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Supplementary Table 10. GRADE Summary of Findings for the effect of Fasting blood sugar ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual %change in TKV(Unstandardized beta)

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	192
	Unstandardized Beta coefficient 9.970 (1.38 to 18.56)
	⨁◯◯◯
 Very lowa,b,c

	Annual %change in TKV(correaltion coefficient)

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb
	none
	1 study with 192 participants had Pearson coefficient 0.17 withp value 0.03
	⨁◯◯◯
 Very lowa,b


Explanations
a. ROB assessed using QUIPs tool
b. Small sample size
c. Wide CI interval
References
1.Uchiyama, Kiyotaka, Mochizuki, Toshio, Shimada, Yosuke, Nishio, Saori, Kataoka, Hiroshi, Mitobe, Michihiro, Tsuchiya, Ken, Hanaoka, Kazushige, Ubara, Yoshifumi, Suwabe, Tatsuya, Sekine, Akinari, Nutahara, Kikuo, Tsuruya, Kazuhiko, Ishimura, Eiji, Nakatani, Shinya, Sofue, Tadashi, Tanaka, Satoshi, Narita, Ichiei, Maruyama, Shoichi, Horie, Shigeo, Muto, Satoru. Factors predicting decline in renal function and kidney volume growth in .Clinical and experimental nephrology; 2021. 
 
 








Supplementary Table 11. GRADE Summary of Findings for the effect of Glucagon ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Annual change in eGFR

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	596
	Standardized Beta -0.12 (-0.33 to 0.08)
	⨁⨁◯◯
Lowa


Explanations
a. CI Crossing line of no effect
References
1.Bais, Thomas, Knol, Martine G E, Xue, Laixi, Geertsema, Paul, Vart, Priya, Reichel, Franz, Arjune, Sita, Müller, Roman-Ulrich, Dekker, Shosha E I, Salih, Mahdi, Meijer, Esther, Gansevoort, Ron T, Consortium, DIPAK. Predicting Kidney Outcomes in Autosomal Dominant Polycystic Kidney Disease: A .Clinical journal of the American Society of Nephrology : CJASN; 2025. 












Supplementary Table 12. GRADE Summary of Findings for the effect of HDL in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual Change in eGFR

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	seriousb
	none
	-
	192
	Unstandardized Beta 0.031 (0.0016 to 0.06)
	⨁⨁◯◯
 Lowa,b

	Annual Change in % TKV

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	seriousc
	none
	-
	192
	Unstandardized Beta 0.082 (-0.0023 to 0.17)
	⨁⨁◯◯
 Lowa,c

	Kidney disease progression (≥50% decline in the eGFR from baseline, or progression to RRT in patients with low HDL)

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	104
	HR 0.76 (0.29 to 1.88)
	⨁◯◯◯
 Very lowa,b,c


Explanations
a. ROB assessed using QUIPS tool
b. Small sample size
c. CI crosses line of no effect
References
1.Uchiyama, Kiyotaka, Mochizuki, Toshio, Shimada, Yosuke, Nishio, Saori, Kataoka, Hiroshi, Mitobe, Michihiro, Tsuchiya, Ken, Hanaoka, Kazushige, Ubara, Yoshifumi, Suwabe, Tatsuya, Sekine, Akinari, Nutahara, Kikuo, Tsuruya, Kazuhiko, Ishimura, Eiji, Nakatani, Shinya, Sofue, Tadashi, Tanaka, Satoshi, Narita, Ichiei, Maruyama, Shoichi, Horie, Shigeo, Muto, Satoru. Factors predicting decline in renal function and kidney volume growth in .Clinical and experimental nephrology; 2021. 
2.Ushio, Yusuke, Kataoka, Hiroshi, Sato, Masayo, Manabe, Shun, Watanabe, Saki, Akihisa, Taro, Makabe, Shiho, Yoshida, Rie, Tsuchiya, Ken, Nitta, Kosaku, Mochizuki, Toshio. Association between anemia and renal prognosis in autosomal dominant polycystic .Clinical and experimental nephrology; 2020.

Supplementary Table 13. GRADE Summary of Findings for the Effect of Hemoglobin in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb
	none
	-
	192
	Non-standardized Beta 0.13
 (-0.2 to 0.46)
	⨁◯◯◯
 Very lowa,b

	Annual change % TKV

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb
	none
	-
	192
	Non-standardized Beta -0.17 
(-1.2 to 0.87)
	⨁◯◯◯
 Very lowa,b

	Kidney disease progression (≥50% decline in the eGFR from baseline, or progression to RRT)

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousc
	none
	-
	104
	HR 0.69 
(0.5 to 0.95)
	⨁◯◯◯
 Very lowa,c


Explanations
a. QUIPS used to assess ROB
b. CI crossing the line of no effect
c. Small sample size
References
1.Uchiyama, Kiyotaka, Mochizuki, Toshio, Shimada, Yosuke, Nishio, Saori, Kataoka, Hiroshi, Mitobe, Michihiro, Tsuchiya, Ken, Hanaoka, Kazushige, Ubara, Yoshifumi, Suwabe, Tatsuya, Sekine, Akinari, Nutahara, Kikuo, Tsuruya, Kazuhiko, Ishimura, Eiji, Nakatani, Shinya, Sofue, Tadashi, Tanaka, Satoshi, Narita, Ichiei, Maruyama, Shoichi, Horie, Shigeo, Muto, Satoru. Factors predicting decline in renal function and kidney volume growth in .Clinical and experimental nephrology; 2021. 
2.Ushio, Yusuke, Kataoka, Hiroshi, Sato, Masayo, Manabe, Shun, Watanabe, Saki, Akihisa, Taro, Makabe, Shiho, Yoshida, Rie, Tsuchiya, Ken, Nitta, Kosaku, Mochizuki, Toshio. Association between anemia and renal prognosis in autosomal dominant polycystic .Clinical and experimental nephrology; 2020. 
 
Supplementary Table 14. GRADE Summary of Findings for the effect of IL-1β ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Rapid Progression: decrease of>10% of baseline eGFR over 12 months of follow-up

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa
	none
	-
	105
	OR 1.05 (1.02 to 1.09)
	⨁⨁◯◯
 Lowa


Explanations
a. Small sample size
References
1.Kocyigit, Ismail, Ozturk, Fahir, Eroglu, Eray, Karaca, Zuleyha, Kaynar, Ahmet Safa, Cetin, Mustafa, Tokgoz, Bulent, Sipahioglu, Murat Hayri, Bayramov, Ruslan, Sen, Ahmet, Oymak, Oktay, Ecder, Tevfik, Axelsson, Jonas. Dysmetabolic markers predict outcomes in autosomal dominant polycystic kidney .Clinical and experimental nephrology; 2019. 




















Supplementary Table 15. GRADE Summary of Findings for the effect of IL-6 ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual eGFR change

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	not serious
	none
	-
	407
	Standardized Beta Coefficient ‐10.207 (-11.315 to -9.1)
	⨁⨁◯◯
 Lowa


Explanations
a. Risk of Bias assessed using QUIPs tool
References
1.Gitomer, B.,Y., Wang, W., Nowak, K.,L., Hopp, K., You, Z., Brosnahan, G.,M., Harris, P.,C., Torres, V.,E., Chapman, A.,B., Perrone, R.,D., , , , . Circulating interleukin-6 level predicts decline in kidney function in autosomal dominant polycystic kidney disease.Journal of the American Society of Nephrology : JASN; 2017. 














Supplementary Table 16. GRADE Summary of Findings for the effect of Klotho in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual GFR slope

	11
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousa,b
	none
	-
	192
	Unstandardized beta 0.002 
(-0.007 to 0.011)
	⨁⨁◯◯
 Lowa,b


Explanations
a. CI crossing line of no effect
b. Small sample size
References
1.El Ters, Mireille, Lu, Pengcheng, Mahnken, Jonathan D, Stubbs, Jason R, Zhang, Shiqin, Wallace, Darren P, Grantham, Jared J, Chapman, Arlene B, Torres, Vicente E, Harris, Peter C, Bae, Kyongtae Ty, Landsittel, Douglas P, Rahbari-Oskoui, Frederic F, Mrug, Michal, Bennett, William M, Yu, Alan S L. Prognostic Value of Fibroblast Growth Factor 23 in Autosomal Dominant Polycystic .Kidney international reports; 2021. 
 



















Supplementary Table 17. GRADE Summary of Findings for the effect of LDL in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	192
	Unstandardized Beta 0 
(-0.18 to 0.18)
	⨁◯◯◯
 Very lowa,b,c

	Annual change in % TKV

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,d
	none
	-
	192
	Unstandardized Beta -0.028
 (-0.087 to 0.031)
	⨁◯◯◯
 Very lowa,b,d

	Kidney disease progression (≥50% decline in the eGFR from baseline, or progression to RRT in patients with high LDL)

	12
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb,d
	none
	-
	115
	HR 1.29
 (0.49 to 2.83)
	⨁◯◯◯
 Very lowa,b,d


Explanations
a. ROB assessed using QUIPS
b. Small sample size
c. Wide CI
d. CI crosses line of no effect
References
1.Uchiyama, Kiyotaka, Mochizuki, Toshio, Shimada, Yosuke, Nishio, Saori, Kataoka, Hiroshi, Mitobe, Michihiro, Tsuchiya, Ken, Hanaoka, Kazushige, Ubara, Yoshifumi, Suwabe, Tatsuya, Sekine, Akinari, Nutahara, Kikuo, Tsuruya, Kazuhiko, Ishimura, Eiji, Nakatani, Shinya, Sofue, Tadashi, Tanaka, Satoshi, Narita, Ichiei, Maruyama, Shoichi, Horie, Shigeo, Muto, Satoru. Factors predicting decline in renal function and kidney volume growth in .Clinical and experimental nephrology; 2021. 
2.Ushio, Yusuke, Kataoka, Hiroshi, Sato, Masayo, Manabe, Shun, Watanabe, Saki, Akihisa, Taro, Makabe, Shiho, Yoshida, Rie, Tsuchiya, Ken, Nitta, Kosaku, Mochizuki, Toshio. Association between anemia and renal prognosis in autosomal dominant polycystic .Clinical and experimental nephrology; 2020. 
Supplementary Table 18. GRADE Summary of Findings for the effect of MicroRNAs in blood ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Blood miR-3907: Rapid Progression: decrease of>10% of baseline eGFR over 12 months of follow-up

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa
	none
	-
	80
	OR 2.37 (1.66 to 3.4)
	⨁◯◯◯
 Very lowa

	h-miR17-5p : Annual eGFR change

	12
	non-randomised studies
	very seriousb
	not serious
	not serious
	extremely seriousa
	none
	1 study with 32 patients showed spearman correlation 0.34 with a p value <0.05
	⨁◯◯◯
 Very lowa,b

	h-miR21-5p : Annual eGFR change

	12
	non-randomised studies
	very seriousb
	not serious
	not serious
	extremely seriousa
	none
	1 study with 32 patients showed spearman correlation 0.41 with a p value <0.05 
	⨁◯◯◯
 Very lowa,b

	h-miR199a-5p : Annual eGFR change

	12
	non-randomised studies
	very seriousb
	not serious
	not serious
	extremely seriousa
	none
	1 study with 32 patients showed spearman correlation 0.37 with a p value <0.05 
	⨁◯◯◯
 Very lowa,b


Explanations
a. Small sample size
b. ROB assessed using QUIPS
References
1.Kocyigit, Ismail, Taheri, Serpil, Sener, Elif Funda, Eroglu, Eray, Ozturk, Fahir, Unal, Aydin, Korkmaz, Kezban, Zararsiz, Gokmen, Sipahioglu, Murat Hayri, Ozkul, Yusuf, Tokgoz, Bulent, Oymak, Oktay, Ecder, Tevfik, Axelsson, Jonas. Serum micro-rna profiles in patients with autosomal dominant polycystic kidney .BMC nephrology; 2017. 
2.Lai, Silvia, Mastroluca, Daniela, Perrotta, Adolfo Marco, Muscaritoli, Maurizio, Lucciola, Sara, Felli, Maria Pia, Izzo, Paolo, Rotondi, Silverio, Izzo, Sara, Tartaglione, Lida, Belli, Roberta, Ramaccini, Cesarina, Izzo, Luciano, De Intinis, Claudia, Panebianco, Valeria, Mazzaferro, Sandro. MicroRNA and renal fibrosis in autosomal dominant polycystic kidney disease: a .Journal of nephrology; 2025.




















Supplementary Table 19. GRADE Summary of Findings for the effect of PTH ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Overall survival 

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	138
	HR 1 (1 to 1.01)
	⨁◯◯◯
 Very lowa,b,c

	Renal survival

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	138
	HR 1.01 (1 to 1.02)
	⨁◯◯◯
 Very lowa,b,c


Explanations
a. ROB assessed using QUIPS tool
b. Small sample size
c. CI between no effect and effect
References
1.Kocyigit, Ismail, Eroglu, Eray, Kaynar, Ahmet Safa, Kocer, Derya, Kargi, Seval, Zararsiz, Gokmen, Bayramov, Ruslan, Imamoglu, Hakan, Sipahioglu, Murat Hayri, Tokgoz, Bulent, Dundar, Munis, Oymak, Oktay. The association of endothelin-1 levels with renal survival in polycystic kidney .Journal of nephrology; 2019.






Supplementary Table 20. GRADE Summary of Findings for the effect of Palmitoylethanolamide (PEA) ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Change in eGFR over 2 or 4 years (Absolute Delta)

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	In 1 study with 102 patients ,standardized Beta was 0.189 ,p -value=0.007
	⨁◯◯◯
 Very lowa,b


Explanations
a. Small sample size
b. p value is not significant
References
1.Klawitter, Jost, Sempio, Cristina, Jackson, Matthew J., Smith, Peter H., Hopp, Katharina, Chonchol, Michel, Gitomer, Berenice Y., Christians, Uwe, Klawitter, Jelena. Endocannabinoid System in Polycystic Kidney Disease.Am J Nephrol; 2022. 
 











Supplementary Table 21. GRADE Summary of Findings for the effect of Phosphorus ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Overall survival -Phosphorus

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	138
	Hazard Ratio 1.47 (0.96 to 2.26)
	⨁◯◯◯
 Very lowa,b,c

	Renal Survival -Phosphorus

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousb
	none
	-
	138
	Hazard Ratio 1.92 (1.43 to 2.56)
	⨁◯◯◯
 Very lowa,b

	Phosphate: ≥50% decline in eGFR from baseline (≥50% eGFR decline) or the initiation of RRT.

	12
	non-randomised studies
	seriousa
	not serious
	not serious
	seriousb
	none
	-
	235
	Hazard ratio 2.03 (1.46 to 2.84)
	⨁⨁◯◯
 Lowa,b


Explanations
a. ROB assessed using QUIPs tool
b. Small sample size
c. CI crosses line of no effect
References
1.Kocyigit, Ismail, Eroglu, Eray, Kaynar, Ahmet Safa, Kocer, Derya, Kargi, Seval, Zararsiz, Gokmen, Bayramov, Ruslan, Imamoglu, Hakan, Sipahioglu, Murat Hayri, Tokgoz, Bulent, Dundar, Munis, Oymak, Oktay. The association of endothelin-1 levels with renal survival in polycystic kidney .Journal of nephrology; 2019. 
2.Nitta, Kosaku, Kataoka, Hiroshi, Manabe, Shun, Makabe, Shiho, Akihisa, Taro, Ushio, Yusuke, Seki, Momoko, Tsuchiya, Ken, Hoshino, Junichi, Mochizuki, Toshio. Association of hyperphosphatemia with renal prognosis in patients with autosomal .Clinical and experimental nephrology; 2025. 


Supplementary Table 22. GRADE Summary of Findings for the effect of Plasma Osmolality in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Annual change in eGFR

	21,2
	non-randomised studies
	not serious
	not serious
	not serious
	seriousa
	none
	-
	520
	Standardized Beta -0.03 
(-0.14 to 0.09)
	⨁⨁⨁◯
 Moderatea

	Annual change in % TKV

	12
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousb
	none
	1 study with 465 patients showed standardized beta- 0.078 with a p value 0.15
	⨁⨁◯◯
 Lowb


Explanations
a. CI crosses line of no effect
b. p value is not significant
References
1.Casteleijn, Niek F., Zittema, Debbie, Bakker, Stephan J.L., Boertien, Wendy E., Gaillard, Carlo A., Meijer, Esther, Spithoven, Edwin M., Struck, Joachim, Gansevoort, Ron T.. Urine and Plasma Osmolality in Patients with Autosomal Dominant Polycystic Kidney Disease: Reliable Indicators of Vasopressin Activity and Disease Prognosis?.Am J Nephrol; 2015. 
2.Gansevoort, Ron T, van Gastel, Maatje D A, Chapman, Arlene B, Blais, Jaime D, Czerwiec, Frank S, Higashihara, Eiji, Lee, Jennifer, Ouyang, John, Perrone, Ronald D, Stade, Katrin, Torres, Vicente E, Devuyst, Olivier, Investigators, TEMPO,3:4. Plasma copeptin levels predict disease progression and tolvaptan efficacy in .Kidney international; 2019. 





Supplementary Table 23. GRADE Summary of Findings for the effect of serum C3M in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	eGFR decline (assessed with: decline > 30% of eGFR)

	11
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb
	none
	In 1 study with 60 patients, OR=1.48 with p value 0.02
	⨁◯◯◯
 Very lowa,b


Explanations
a. ROB assessed using QUIPs tool
b. Small sample size
References
1.Genovese, Federica, Heida, Judith E., Sparding, Nadja, Karsdal, Morten A., Gansevoort, Ron T., Rasmussen, Daniel Guldager Kring. Biomarkers Reflecting Extracellular Matrix Turnover Are Prognostic for Kidney Function Decline in Patients with ADPKD: PO1228.Journal of the American Society of Nephrology; 2021. 














Supplementary Table 24. GRADE Summary of Findings for the effect of somatostatinin ADPKD
	№ of studies
	Certainty assessment
	impact
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	
	

	Annual change in eGFR

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	In 1 study with 97 patients, standardized Beta was 0.03 with a p value=0.8
	⨁◯◯◯
 Very lowa,b

	Annual change in mGFR

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	In 1 study with 78 patients,standardized Beta was 0.07 with p value=0.51
	⨁◯◯◯
 Very lowa,b

	Annual change in htTKV

	11
	non-randomised studies
	not serious
	not serious
	not serious
	extremely seriousa,b
	none
	In 1 study with 77 patients,standardized Beta was -0.12 with p value 0.32 
	⨁◯◯◯
 Very lowa,b


Explanations
a. p value not singnificant
b. Small sample size
References
1.Messchendorp, A Lianne, Spithoven, Edwin M, Casteleijn, Niek F, Dam, Wendy A, van den Born, Jacob, Tonnis, Wouter F, Gaillard, Carlo A J M, Meijer, Esther, Consortium, DIPAK. Association of plasma somatostatin with disease severity and progression in .BMC nephrology; 2018. 







	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
(95% CI)
	

	Composite Endpoint: ≥ 50% eGFR decline or RRT

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	115
	HR 1.6 (0.85 to 2.9)
	⨁◯◯◯
Very lowa,b,c


Supplementary Table 25. GRADE Summary of Findings for the effect of Triglycerides ADPKD
Explanations
a. ROB assessed using QUIPS tool
b. CI crosses range of no effect
c. Small sample size
References
1.Ushio, Yusuke, Kataoka, Hiroshi, Sato, Masayo, Manabe, Shun, Watanabe, Saki, Akihisa, Taro, Makabe, Shiho, Yoshida, Rie, Tsuchiya, Ken, Nitta, Kosaku, Mochizuki, Toshio. Association between anemia and renal prognosis in autosomal dominant polycystic .Clinical and experimental nephrology; 2020. 










Supplementary Table 26. GRADE Summary of Findings for the effect of uric acid in ADPKD
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Impact of high vs low uric acid increase on annual change in eGFR

	21,2
	non-randomised studies
	seriousa
	not serious
	not serious
	seriousb
	none
	-
	434
	Unstandardized Beta 0.22 
(-0.21 to 0.64)
	⨁⨁◯◯
 Lowa,b

	Impact of continuous uric acid level increase on annual change in eGFR-Unstandardized Beta

	13
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	192
	Unstandardized Beta -0.21 
(-0.58 to 0.16)
	⨁◯◯◯
 Very lowa,b,c

	Annual change in eGFR-Standardized Beta

	14
	non-randomised studies
	seriousa
	not serious
	not serious
	seriousd
	none
	1 study with 365 patients showed standardized beta -0.212 with standard error 0.275 and p value 0.443
	⨁⨁◯◯
 Lowa,d

	change of GFR over 3 years

	15
	non-randomised studies
	not serious
	not serious
	not serious
	very seriousc,d
	none
	1 study with 165 patients showed unstandardized beta = -1.728 with a p value 0.27
	⨁⨁◯◯
 Lowc,d

	Annual change in TKV- Impact of high vs low uric acid levels

	12
	non-randomised studies
	seriousa
	not serious
	not serious
	seriousc
	none
	-
	113
	Unstandardized Beta -0.3 (-1.5 to 0.9)
	⨁⨁◯◯
 Lowa,c

	Annual % change of TKV-Impact of continuous uric acid levels increase

	13
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	192
	Unstandardized Beta -0.4 (-1.54 to 0.73)
	⨁◯◯◯
 Very lowa,b,c

	Overall Survival-Hazard Ratio

	16
	non-randomised studies
	very seriousa
	not serious
	not serious
	very seriousb,c
	none
	-
	138
	HR 1.57 (0.97 to 2.55)
	⨁◯◯◯
 Very lowa,b,c

	Renal survival (Kidney disease progression or RRT)-Hazard Ratio(Continuous uric acid levels)

	27,8
	non-randomised studies
	very seriousa
	not serious
	not serious
	seriousc
	none
	-
	208
	Hazard ratio 1.54 (1.19 to 2)
	⨁◯◯◯
 Very lowa,c

	Renal Survival (Kidney disease progression or RRT)-Hazard Ratio (Hyperuricemia)

	22,9
	non-randomised studies
	seriousa
	not serious
	not serious
	seriousb,c
	none
	-
	214
	HR 1.06 (0.7 to 1.61)
	⨁⨁◯◯
 Lowa,b,c

	Incidence of ESRD -Hazard Ratio

	14
	non-randomised studies
	seriousa
	not serious
	not serious
	extremely seriousb
	none
	-
	365
	HR 3.082 (0.008 to 1259.4)
	⨁◯◯◯
 Very lowa,b


Explanations
a. Assessed using QUIPs tool
b. CI crosses the line of no effect
c. Relatively small sample size
d. p value insignificant
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Supplementary Table 27. GRADE Summary of Findings for the effect of suPAR (<2.176 ng/ml ref used) in ADPKD 
	№ of studies
	Certainty assessment
	Effect
	Certainty

	
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	№ of events
	№ of individuals
	Rate
 (95% CI)
	

	Incidence of CKD stage 3 [suPAR,per100%increase(log2)]

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	not serious
	none
	-
	546
	HR 1.69 (1.05 to 2.72)
	⨁⨁⨁◯
  Moderatea

	ESRD incidence [ suPAR,per100%increase(log2)]

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	very seriousb
	none
	-
	546
	HR 1.72 (0.83 to 3.68)
	⨁◯◯◯
 Very lowa,b

	eGFR decline between different tertiles at 1 and 3 year follow up

	11
	non-randomised studies
	seriousa
	not serious
	not serious
	not serious
	none
	In 1 study with 546 patients, the difference in the percent eGFR decline between the highest and lowest suPAR tertiles in the first year of follow-up (-1.4%; SD 13.6) for suPAR<,2.18 ng/ml versus -7.6% (SD 12.9) for suPAR>2.83 ng/ml (P<0.001). By the 3rd year of follow up, participants with suPAR<2.18 ng/ml had a -6.8% decline in eGFR, compared with -19.4% in those with suPAR>2.83 ng/ml 
	⨁⨁⨁◯
 Moderatea


Explanations
a. Assessed using QUIPS
b. Wide CI
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