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Table S1. Search strategy in this systematic review and meta-analysis.

	Search
	Query 

	1
	chemokine*[tiab] 

	2
	chemokine[tiab] 

	3
	ccl1[tiab] or ccl2[tiab] or ccl3[tiab] or ccl4[tiab] or ccl5[tiab] or ccl6[tiab] or ccl7[tiab] or ccl8[tiab] or ccl9[tiab] or ccl10[tiab] or ccl11[tiab] or ccl12[tiab] or ccl13[tiab] or ccl14[tiab] or ccl15[tiab] or ccl16[tiab] or ccl17[tiab] or ccl18[tiab] or ccl19[tiab] or ccl20[tiab] or ccl21[tiab] or ccl22[tiab] or ccl23[tiab] or ccl24[tiab] or ccl25[tiab] or ccl26[tiab] or ccl27[tiab] or ccl28[tiab] or ccl[tiab]

	4
	cxcl1[tiab] or cxcl2[tiab] or cxcl3[tiab] or cxcl4[tiab] or cxcl5[tiab] or cxcl6[tiab] or cxcl7[tiab] or cxcl8[tiab] or cxcl9[tiab] or cxcl10[tiab] or cxcl11[tiab] or cxcl12[tiab] or cxcl13[tiab] or cxcl14[tiab] or cxcl15[tiab] or cxcl16[tiab] or cxcl17[tiab] or cxcl18[tiab] or cxcl19[tiab] or cxcl20[tiab] or cxcl21[tiab] or cxcl[tiab]

	5
	xcl1[tiab] or xcl2[tiab] or xcl[tiab]

	6
	cx3cl1[tiab] or cx3[tiab] or cx3cl[tiab]

	7
	scya1[tiab] or scya2[tiab] or scya3[tiab] or scya4[tiab] or scya5[tiab] or scya6[tiab] or scya7[tiab] or scya8[tiab] or scya9[tiab] or scya10[tiab] or scya11[tiab] or scya12[tiab] or scya13[tiab] or scya14[tiab] or scya15[tiab] or scya16[tiab] or scya17[tiab] or scya18[tiab] or scya19[tiab] or scya20[tiab] or scya21[tiab] or scya22[tiab] or scya23[tiab] or scya24[tiab] or scya25[tiab] or scya26[tiab] or scya[tiab]

	
	scyb1[tiab] or scyb2[tiab] or scyb3[tiab] or scyb4[tiab] or scyb5[tiab] or scyb6[tiab] or scyb7[tiab] or scyb8[tiab] or scyb9[tiab] or scyb10[tiab] or scyb11[tiab] or scyb12[tiab] or scyb13[tiab] or scyb14[tiab] or scyb[tiab]

	8
	Scyc1[tiab] or scyc[tiab]

	9
	Scyd1[tiab] or scyd[tiab]

	10
	"small inducible cytokine"[tiab]

	11
	ccr1[tiab] or ccr2[tiab] or ccr2b[tiab] or ccr3[tiab] or ccr4[tiab] or ccr5[tiab] or ccr6[tiab] or ccr7[tiab] or ccr8[tiab] or ccr9[tiab] or ccr10[tiab] or ccr11[tiab] or ccr12[tiab] or ccr13[tiab] or ccr[tiab]

	12
	cxcr1[tiab] or cxcr2[tiab] or cxcr3[tiab] or cxcr3b[tiab] or cxcr4[tiab] or cxcr5[tiab] or cxcr6[tiab] or cxcr7[tiab] or cxcr8[tiab] or cxcr9[tiab] or cxcr10[tiab] or cxcr[tiab]

	13
	xcr1[tiab] or xcr[tiab]

	14
	cx3cr1[tiab] or cx3cr[tiab] or cx3[tiab]

	15
	chemotactic[tiab]

	16
	i-309[tiab] or i309[tiab] or tca[tiab] or tca3[tiab] or sise[tiab]

	17
	Mcp[tiab] or mcp1[tiab]

	18
	Mip1[tiab] or "macrophage inflammatory protein"[tiab] or mip-1[tiab]

	19
	rantes[tiab] or "regulated on activation, normal t cell expressed and secreted"[tiab]

	20
	mrp[tiab]

	21
	eotaxin[tiab] or eotaxin1 or eotaxin2 or eotaxin3

	22
	leukotactin[tiab]

	23
	6ckine[tiab]

	24
	gro[tiab]

	25
	"platelet factor"[tiab]

	26
	"myeloid progenitor inhibitory factor"[tiab]

	27
	chemoattractant[tiab] 

	28
	"interleukin 8"[tiab] or IL-8[tiab] or IL8

	29
	lungkine[tiab]

	30
	fractalkine[tiab]

	31
	neurotactin[tiab]

	32
	lymphotactin[tiab] 

	33
	IP10[tiab] or IP-10[tiab]

	34
	1 OR 2 OR 3 OR 4 OR 5 OR 6 OR 7 OR 8 OR 9 OR 10 OR 11 OR 12 OR 13 OR 14 OR 15 OR 16 OR 17 OR 18 OR 19 OR 20 OR 21 OR 22 OR 23 OR 24 OR 25 OR 26 OR 27 OR 28 OR 29 OR 30 OR 31 OR 32 OR 33

	35
	 "Alzheimer’s disease"[tiab] OR Alzheimer[tiab] OR Alzheimer* OR "Alzheimer’s"[tiab] OR "cognitive impairment"[tiab] OR "MCI" [tiab] OR cognit*[tiab] OR dementia*[tiab] OR demented[tiab]

	36
	34 AND 35

	37
	36 not review[pt] not meta-analysis[ti]










Table S2. List of excluded studies and reason for exclusion
	Exclusion reason
	Reference number

	Unrelated topic 
	 [1-9]

	  Non-plasma/serum or CSF source, e.g. brain tissue 
	 [10-26], [27-37]

	  No comparison between cases and healthy controls
	 [38-47], [48-57], [58-66]

	  Grouping not based on AD or MCI
	 [67-79], [80-87]

	  Measures (mean/SD/N) unavailable
	 [88-109], [110-119]

	  Review type
	 [120, 121]

	  Replicate or not independent study
	 [122-125]

	  Neither English nor Chinese languages
	 [126]

	  Only one study in the CSF level of a single chemokine
	 [127], [128]



























Figure S1. Funnel plots of blood chemokine CCL1 in AD vs HC.  

[image: funnel plot for AD to HC ratio in blood CCL1]






















[bookmark: _GoBack]Figure S2: Sensitivity analyses for Alzheimer’s disease to healthy control ratio of mean serum/plasma chemokine CXCL8 (IL-8).
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Figure S3. Funnel plots of blood chemokines CCL2 (A), CCL3 (B), CCL4 (C), CCL5 (D) in AD vs HC.  

                A                                       B
  [image: ]  [image: ]
 Begg’s test: p=0.02, Egger’s test: p=0.06 in CCL2;  Begg’s test: p=1, Egger’s test: p=0.72 in CCL3
adjusted RoM (95% CI): 1.13 (0.92-1.39) 
using the trim-and-filled method.

                  C                                        D
  [image: ]   [image: ]

  Begg’s test: p=0.31, Egger’s test: p=0.09 in CCL4.  Begg’s test: p=1, Egger’s test: p=0.57 in CCL5










Figure S4. Funnel plots of blood chemokines CCL7 (A), CCL11 (B), CCL15 (C), CCL17 (D) in AD vs HC.  

               A                                         B     
  [image: ]    [image: ]
   Begg’s test: p=1, Egger’s test: p=0.76 in CCL7.  Begg’s test: p=1, Egger’s test: p=0.80 in CCL11. 

                 C                                    D
   [image: funnel plot for AD to HC ratio in blood CCL15]    [image: ]
Begg’s test: p=0.09, Egger’s test: p=0.06 in CCL15.  Begg’s test: p=0.31, Egger’s test: p=0.60 in CCL17














Figure S5. Funnel plots of blood chemokines CCL26 (A), CCL27 (B), CXCL1 (C), CXCL8 (D) in AD vs HC.  

                A                                            B
[image: ]  [image: ]
Begg’s test: p=1, Egger’s test: p=0.25 in CCL26   Begg’s test: p=0.30, Egger’s test: p=0.55 in CCL27 

                    C                                         D
[image: ]       [image: ]
Begg’s test: p=0.31, Egger’s test: p=0.41 in CXCL1.   Begg’s test: p=0.77, Egger’s test: p=0.21 in CXCL8 with the exception of the outlier (kim et al.’s study [129]).












Figure S6. Funnel plots of blood chemokines CXCL9 (A), CXCL10 (B), CXCL12 (C) and CX3CL1 (D) in AD vs HC.  

                  A                                       B
[image: funnel plot for AD to HC ratio in blood CXCL9]  [image: funnel plot for AD to HC ratio in blood IP-10]
Begg’s test: p=0.31 Egger’s test: p=0.05 in CXCL9   Begg’s test: p=1, Egger’s test: p=0.44 in CXCL10 
                    C                                     D    
[image: ]  [image: ]
Begg’s test: p=1, Egger’s test: p=0.97 in CXCL12  Begg’s test: p=1, Egger’s test: p=0.51 in CX3CL1 













Figure S7. Funnel plots of blood chemokines CCL2 (A), CCL4 (B), CCL11 (C), CXCL8 (D) in MCI vs HC.  

                   A                                        B
    [image: ]   [image: ]
 Begg’s test: p=0.50, Egger’s test: p=0.412 in CCL2.  Begg’s test: p=1, Egger’s test: p=0.51 in CCL4 

                C                                         D
[image: ]      [image: ]
Begg’s test: p=1, Egger’s test: p=0.49 in CCL11.  Begg’s test: p=0.45, Egger’s test: p=0.79 in CXCL8 with the exception of the outlier (Kim et al.’s study [129]) .            











Figure S8. Funnel plots of blood chemokine CX3CL1 in MCI vs HC.  

 [image: ]
Begg’s test: p=1, Egger’s test: p=0.63 in CX3CL1 
































Figure S9. Funnel plots of blood chemokines CCL2 (A), CCL4 (B), CXCL8 (C) in AD vs MCI . 

                A                                          B    
[image: ]   [image: ]

Begg’s test: p=0.60, Egger’s test: p=0.53 in CCL2  Begg’s test: p=0.31, Egger’s test: p=0.11 in CCL4          

               C
[image: funnel plot for AD to MCI ratio in blood CXCL8]
 Begg’s test: p=1, Egger’s test: p=0.08 in CXCL8           
















Figure S10. Funnel plots of CSF chemokines CCL2 (A), CXCL8 (B), CXCL10 (C) in AD vs HC.  

               A                                         B
[image: funnel plot for AD to HC ratio in CSF MCP-1]    [image: ]    
Begg’s test: p=0.84, Egger’s test: p=0.73 in CCL2. Begg’s test: p=0.59, Egger’s test: p=0.85 in CXCL8

                 C                                            D
[image: ]     [image: ]
Begg’s test: p=0.46, Egger’s test: p=0.60 in CXCL10.  Begg’s test: p=0.73, Egger’s test: p=0.71 in CX3CL1
















Figure S11. Funnel plots of CSF chemokines CCL2 (A), CXCL8 (B), CXCL10 (C), CX3CL1 (D) in MCI vs HC. 

                 A                                       B 
  [image: ][image: ]
 Begg’s test: p=0.26, Egger’s test: p=0.39 in CCL2  Begg’s test: p=1, Egger’s test: p=0.37 in CXCL8


                C
[image: funnel plot for MCI to HC ratio in CSF CX3CL1]
       Begg’s test: p=1, Egger’s test: p=0.63 in CX3CL1
















Figure S12. Funnel plots of AD to MCI ratio of mean for CSF chemokines CCL2 (A), CXCL8 (B), CX3CL1 (C).  

              A
[image: ]
Begg’s test: p=1, Egger’s test: p=0.33 in CX3CL1 

                B                                          C                    
[image: ]   [image: ]
Begg’s test: p=1, Egger’s test: p=0.47 in CXCL8    Begg’s test: p=1, Egger’s test: p=0.33 in CCL2 
















Figure S13: Forest plots of RoM for AD/HC in serum/plasma chemokine levels.
[image: Figure 2 AD to HC ratio in blood]



Figure S14: Forest plots of RoM for MCI/HC and AD/MCI in serum/plasma chemokine levels.
[image: Figure 3 AD vs MCI vs HC ratio in blood]

Figure S15: Forest plots of RoM for AD/HC, MCI/HC, and AD/MCI in CSF chemokine levels.
[image: Figure 4 AD MCI HC ratio in CSF]









Figure S16. Subgroup analyses of RoM for AD to HC in blood/CSF chemokine CCL2 (MCP-1) levels.
[image: MCP-1 (CCL2) RoM forest plot for AD to HC in CSF by assay method]   [image: MCP-1 (CCL2) RoM forest plot for AD to HC in blood by study type] 
 By assay method in CSF.                           By study design in blood.
[image: MCP-1 (CCL2) RoM forest plot for AD to HC in blood by sample (plasma or serum)]     [image: MCP-1 (CCL2) RoM forest plot for AD to HC in blood by assay method]
 By sample source (serum/plasma).                    By assay method in blood.















Figure S17. Subgroup analyses of RoM for AD to HC/MCI in blood/CSF chemokine CCL2 (MCP-1) levels.

[image: MCP-1 (CCL2) RoM forest plot for AD to MCI in blood by sample (plasma or serum)]  [image: MCP-1 (CCL2) RoM forest plot for AD to MCI in blood by assay method]
For AD to MCI by sample source.                 For AD to MCI by assay method in blood. 


[image: MCP-1 (CCL2) RoM forest plot for AD to HC in CSF by study type]
For AD to HC by study design in CSF.











Figure S18. Subgroup analyses of RoM for MCI to HC in blood/CSF chemokine CCL2 (MCP-1) levels.
[image: MCP-1 (CCL2) RoM forest plot for MCI to HC in blood by study type] [image: MCP-1 (CCL2) RoM forest plot for MCI to HC in blood by sample (plasma or serum)]
By study design in blood.                      By sample source (serum/plasma).

[image: MCP-1 (CCL2) RoM forest plot for MCI to HC in blood by assay method]  [image: MCP-1 (CCL2) RoM forest plot for AD to MCI in blood by study type]
By assay method in blood.                    By study design in CSF.
















Figure S19. Subgroup analyses of RoM for AD to HC in blood chemokine CXCL8 (IL-8) levels.
[image: IL-8 RoM forest plot for AD to HC in blood by sample (plasma or serum)]
By sample source (serum/plasma).
[image: IL-8 RoM forest plot for AD to HC in blood by assay method]
By assay method in blood.













Figure S20. Subgroup analyses of RoM for MCI to HC in blood/CSF chemokine CXCL8 (IL-8) levels.
[image: IL-8 RoM forest plot for AD to HC in CSF by study type]
By study design in CSF.
[image: IL-8 RoM forest plot for AD to HC in CSF by assay method]   [image: IL-8 RoM forest plot for AD to HC in blood by study type]
	By assay method in CSF.                        By study design in blood.
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