[bookmark: OLE_LINK1][bookmark: OLE_LINK2][bookmark: OLE_LINK3]Table 1. Characteristics of Pact-Paces-Heart participants who completed the cognitive testing (N=143)
Presented as mean ± SD, median [min-max] or number (percentages)

Control 		Exercise 	Low-int. exercise
N=57			N=66			N=20	
---------------------------------------------------------------------------------------------------------
Age, years				58.3 ± 7.6		58.9 ± 6.4 		59.8 ± 9.3
Original study
     PACT, %				31 (54.3)		39 (59.0)		0 (0.0)
     PACES, %				26 (45.6)		27 (40.9)    		20 (100.0)
Follow-up time, years			8.6 ±1.2		8.4 ± 1.2		9.2 ± 0.8
Education, % 
     Low					6 (10.7)   		2 (3.0)     		1 (5.0)
     Middle				22 (39.3)		27 (40.9)     		9 (45.0)
     High 				28 (50.0)		37 (56.1)		10 (50.0)
Menopausal status, %
      Premenopausal 			4 (7.0)			5 (7.6)     		2 (10.0)
      Postmenopausal 			52 (91.2)		61 (92.4)    		18 (90.0)
      Unknown 				1 (1.8)   		0 (0.0)     		0 (0.0)
Receptor status 
Triple negative 			8 (14.0)		12 (18.2)     		3 (15.0)
ER/PR+, HER2+			8 (14.0)		11 (16.7)     		4 (20.0)
ER/PR-, HER+			2 (3.5)   		5 (7.6)     		1 (5.0)
ER/PR+, HER-			39 (68.4)		38 (57.6)		12 (60.0)
Radiotherapy, %  
     No RT      				13 (22.8)		17 (26.2)		8 (40.0)
     Left-sided				21 (36.8)		26 (40.0)     		5 (25.0)
     Right-sided				21 (36.8)		22 (33.8)     		5 (25.0)
     Unknown 				2 (3.5)   		0 (0.0)     		2 (10.0)
Anthracyclines, %			
    No anthracyclines			0 (0.0)   		1 (1.5)     		0 (0.0)
    Doxorubicin				34 (60.7)		30 (46.2)    		15 (78.9)
    Epirubicin				22 (39.3)		34 (52.3)     		4 (21.1)
    Unknown 				1 (1.8)   		1 (1.5)     		1 (5.0)
Cumulative dose AC, mg/m2* 		241 (91-420)		235 (0-420)		292 (196-431)
Medication use, % 
    Cardiovascular	   		9 (16.1)		15 (23.1)		4 (20.0)
    Anti-diabetic				0 (0.0)			1 (1.5)     		1 (5.0)
    Statins 				3 (5.4)			3 (4.6)     		2 (10.0)
    Endocrine treatment	 		11 (19.6)		7 (10.8)		1 (5.0)
    Other		 		22 (39.3)		17 (26.2)		1 (5.0)
Any comorbidity, %			21 (37.5)		22 (33.8)     		5 (25.0)
---------------------------------------------------------------------------------------------------------
* Calculated using Doxorubicin : Epirubicin ratio = 1 : 0.

Abbreviations:
AC = anthracycline (equivalent0, ER = estrogen, HER = human epidermal growth factor receptor, int. = intensity, PR = progesterone, RT = radiotherapy. 

Table 2. Cognitive functioning based on the EORTC QLQ C-30 in the original studies, and at follow-up. 
Presented as median [min-max] or number (percentages)

Control (N=57)						Exercise (N=66) 

					Data missing (N, %)	Cognitive functioning		Data missing (N, %)	Cognitive functioning
------------------------------------------------------------------------------------------------------------------------------------------------------------------
Cognitive functioning 
   Before treatment 			0 (0)			83.3 [0-100.0]			0 (0)			83.3 [16.7-100.0]
   End of chemotherapy 		9 (15.8)		75.0 [16.7-100.0]		0 (0) 			66.7 [16.7-100.0]
   6-months after baseline 		5 (8.8)			83.3 [16.7-100.0]		4 (4.5)			83.3 [0-100.0]
   8.5-years after baseline 		1 (1.8)			83.3 [0-100.0]			0 (0)			83.3 [16.7-100.0]

Cognitive functioning <75, (%)	
   Before treatment 			0 (0)			14 (24.6)			0 (0)			26 (39.4)
   End of chemotherapy 		9 (15.8)		24 (50.0)			0 (0)			35 (53.0)
   6-months after baseline 		5 (8.8)			21 (40.4)			4 (4.5)			26 (41.3)
   8.5-years after baseline 		1 (1.8)			20 (35.7)			0 (0)			31 (47.0)

------------------------------------------------------------------------------------------------------------------------------------------------------------------

Table 3. Cognitive outcomes and corresponding age-corrected Z-scores per study arm.  
Presented as mean ± SD or median [min-max]. 

Control (N=57)					Exercise (N=66) 
Raw score 	Age-adjusted Z-score*			Raw score	Age-adjusted Z-score*
		Beta (95% CI)						Beta (95% CI)
------------------------------------------------------------------------------------------------------------------------------------------------------------------
Objective cognitive functioning (ACS)
Learning and memory 
     Wordlist Learning (words, N)			47.0 [27-74]		-0.37 (-0.63, -0.10)		47.0 [13-68]		-0.41 (-0.70, -0.12)
     Wordlist Delayed Recall (words, N)			11.0 [6-15]		-0.17 (-0.43, 0.10)		10.0 [4-15]		-0.25 (-0.52, 0.02)
     Wordlist Recognition (words, N)			29.0 [26-30]		NA**				29.0 [23-30]		NA**
Attention and working memory
     Box Tapping	(correct sequences, N)			9.0 [5-12]		0.17 (-0.02, 0.17) 		9.0 [6-12]		0.18 (0.03, 0.33)
        Digit Sequences I (correct sequences, N)		10.0 [4-15]		-0.39 (-0.68, -0.10) 		10.0 [6-16]		-0.13 (-0.38, 0.13) 
     Digit Sequences II (correct sequences, N)		8.0 [3-13]		0.11 (-0.35, 0.12)		8.0 [3-14]		-0.18 (-0.05, 0.42)
Processing speed 
     Reaction Time (completion time, 10-ms)		31.6 ± 4.1		0.10 (-0.14, 0.35) 		34.0 ± 5.3 		0.25 (-0.53, -0.02)
     Connecting the Dots I (completion time, ms)	37.5 ± 7.8		0.35 (-0.18, 0.51) 		35.6 ± 6.7		0.57 (-0.74, 0.40)
Executive functioning
     Connecting the Dots II (completion time, ms)	62.0 ± 15.5		0.34 (0.10, 0.57)		61.1 ± 16.2		0.42 (-0.18, 0.67
     Place the Beads (required moves, N)		27.5 [7-64]		0.17 (-0.08, 0.42) 		23.5 [4-74]		0.39 (-0.16, 0.62)
Motor functioning 
     Fill the Grid (completion time, ms)			68.3 ± 13.4		-0.02 (-0.32, 0.27)		70.7 ± 15.3		-0.20 (-0.51, 0.19)
	
Self-reported cognitive function (MDASI)
Severity subscale (mean score)		 		1.50 [0-10]		NA				2.0 [0-9]		NA
     Severity subscale classification (%)	
            No symptoms 					14 (25.0)		NA				16 (24.2)		NA	
            Mild symptoms 				31 (55.4)		NA				34 (51.5)		NA
            Moderate symptoms 				6 (10.7)		NA				9 (13.6)		NA
            Severe symptoms				5 (8.9)			NA				7 (10.6)		NA
     Interference subscale (mean score)			0.33 [0-7]		NA				0.92 [0.00-7.3]		NA
------------------------------------------------------------------------------------------------------------------------------------------------------------------
* Compared to normative data of 248 non-cancer controls[35]. 
** Normative data was not available for this test, since this test has been updated since the original version. 

Abbreviations:
ACS = Amsterdam Cognition Scan, CI = confidence interval, MDASI = MD Anderson Index, ms= millisecond, N=number, NA = not applicable. 

Table 4. Effect of an exercise intervention during chemotherapy on tested and perceived cognitive functioning 8.5 years post-treatment.
	 	
Regression model	Estimate		Unadjusted (95%CI)*	Fully adjusted 95%CI)**
------------------------------------------------------------------------------------------------------------------------------------------------------------------
Objective cognitive testing (ACS)	
Learning and memory 
     Wordlist Learning (words, N)			Poisson			Relative difference 		0.99 (0.91, 1.07) 	0.98 [0.91, 1.06]
     Wordlist Delayed Recall (words, N)			Poisson			Relative difference		0.98 [0.89, 1.07]	0.97 [0.90, 1.06]
     Wordlist Recognition (words, N)			Poisson***		Relative difference		1.00 [0.98, 1.01]	1.00 [0.99, 1.0	
Attention and working memory
     Box Tapping (correct sequences, N)			Poisson			Relative difference		1.00 [0.93, 1.07]	0.99 [0.93, 1.04]
     Digit Sequences I (correct sequences, N)		Poisson			Relative difference		1.06 [0.97, 1.16]	1.06 [0.96, 1.17]
     Digit Sequences II (correct sequences, N)		Poisson			Relative difference		1.10 [0.98, 1.23]	1.11 [0.99, 1.24]
Processing speed 
Reaction Time (completion time, 10-ms)		Linear			Beta-coefficient			1.75 [0.01, 3.50]	1.87 [0.06, 3.69]                                  Connecting the Dots I (completion time, ms)	Linear			Beta-coefficient			-1.85 [-4.49, 0.79]	-2.00 [-4.36, 0.36]
Executive functioning
     Connecting the Dots II (completion time, ms)	Linear			Beta-coefficient			-0.85 [-6.74, 5.05]	-0.90 [-6.46, 4.67]
     Place the Beads (required moves, N)		Poisson			Relative difference		0.90 [0.75, 1.08]	0.91 [0.76, 1.10]
Motor functioning 
     Fill the Grid (completion time, ms)			Linear			Beta-coefficient			2.48 [-2.78, 7.73]	2.86 [-2.35, 8.06]

Self-reported cognitive function (MDASI)
     Severity subscale	 				Linear***		Beta-coefficient			0.32 [-0.61, 1.24]	0.39 [-0.57, 1.34]
     Interference subscale				Linear***		Beta-coefficient			0.34 [-0.33, 1.01]	0.55 [-0.14, 1.24]
------------------------------------------------------------------------------------------------------------------------------------------------------------------
* High-intensity, supervised exercise versus control (ref), Onco-Move left out. 
** Adjusted for age, education level, study (PACT vs PACES), AC dose and current endocrine treatment (yes/no). 
*** Using a Bootstrapping distribution.

Abbreviations:
ACS = Amsterdam Cognition Scan, CI = confidence interval, MDASI = MD Anderson Index, ms= millisecond, N=number. 

Table 5. Association between change in self-reported physical activity* during chemotherapy and tested and perceived cognitive functioning 8.5 years post-treatment.
Regression model	Estimate		Unadjusted (95%CI)	Fully adjusted 95%CI)**
------------------------------------------------------------------------------------------------------------------------------------------------------------------
Objective cognitive testing (ACS)
Learning and memory 
     Wordlist Learning (words, N)			Poisson			Relative difference 		0.99 [0.94, 1.04]	0.99 [0.95, 1.02]
     Wordlist Delayed Recall (words, N)			Poisson			Relative difference 		0.99 [0.96, 1.03]	0.99 [0.95, 1.02]
     Wordlist Recognition (words, N)			Poisson***		Relative difference 		0.99 [0.98, 1.00]	0.99 [0.98, 1.00]
Attention and working memory
     Box Tapping	(correct sequences, N)			Poisson			Relative difference 		1.00 [0.97, 1.03]	1.00 [0.97, 1.03]
        Digit Sequences I (correct sequences, N)		Poisson			Relative difference 		1.01 [0.96, 1.06]	1.00 [0.96, 1.05]
     Digit Sequences II (correct sequences, N)		Poisson			Relative difference 		1.01 [0.96, 1.07]	1.01 [0.96, 1.06]
Processing speed 
     Reaction Time (completion time, 10-ms)		Linear			Beta-coefficient			-0.31 [-1.23, 0.61]	-0.47 [-1.40, 0.46]
     Connecting the Dots I (completion time, ms)	Linear			Beta-coefficient			1.02 [-0.42, 2.46]	1.14 [-0.05, 2.33]
Executive functioning
     Connecting the Dots II (completion time, ms)	Linear			Beta-coefficient			-0.67 [-3.99, 2.65]	 -0.33 [-3.29, 2.63]
     Place the Beads (completion time, ms)		Poisson			Relative difference 		1.02 [0.95, 1.10]	1.00 [0.93, 1.08]
Motor functioning 
     Fill the Grid (completion time, ms)			Linear			Beta-coefficient			1.27 [-1.27, 3.80]	1.42 [-0.90, 3.73]

Subjective cognitive complaints (MDASI)
    Severity of symptoms 				Linear***		Beta-coefficient			0.09 [-0.34, 0.53]	0.11 [-0.34, 0.55]
    Interference with daily living				Linear***		Beta-coefficient			-0.07 [-0.40, 0.25]	-0.09 [-0.42, 0.24]
------------------------------------------------------------------------------------------------------------------------------------------------------------------
* Change is defined as the sum of physical activity at the end of chemotherapy minus the sum of physical activity at baseline. 
** Adjusted for age, education level, study (PACT vs PACES), AC dose and current endocrine treatment (yes/no). 
*** Using a Bootstrapping distribution.

Abbreviations:
ACS = Amsterdam Cognition Scan, CI = confidence interval, MDASI = MD Anderson Index, ms= millisecond, N=number. 


