Supplementary table S1-7

Table S1: Dose levels for Arm A 
	Dose level 
	Gemcitabine dose (mg/m2)*

	Start dose 
	1000

	Dose reduction level - 1
	800

	Dose reduction level - 2
	600


* Day 1, 8 and 15 every 4 weeks.


Table S2: Dose modifications for hematologic toxicity at start of each cycle or within a cycle for arm A
	Cycle day 
	Neutrophils (109/L)
	
	Platelets
(109/L)
	Gemcitabine dose

	Day 1

	
	 1.5
	AND
	 100
	Treat on time

	
	 1.5
	OR
	 100
	Delay by 1-week intervals until recovery

	Day 8

	
	 1
	AND
	 75
	Treat on time

	
	 0.5 but  1
	OR
	
	Decrease dose by 1 level*

	
	 0.5
	OR
	 50
	Hold

	Day 15: If Day 8 doses were given without modification 

	
	 1
	AND
	 75
	Treat on time

	
	 0.5 but  1
	OR
	≥ 50 but < 75
	Decrease Day 8 dose by 1 level*

	
	 0.5
	OR
	 50
	Hold

	Day 15: If Day 8 doses were reduced

	
	 1
	AND
	 75
	Same dose as Day 8

	
	 0.5 but  1
	OR
	≥ 50 but < 75
	Decrease Day 8 dose by 1 level*

	
	 0.5
	OR
	 50
	Hold

	Day 15: If Day 8 doses were interrupted 

	
	 1
	AND
	 75
	Decrease dose by 1 level*

	
	 0.5 but  1
	OR
	≥ 50 but < 75
	Decrease dose by 2 levels^

	
	 0.5
	OR
	 50
	Hold


*Hold if dose is already decreased by 2 levels.
^Hold if dose is already decreased.
G-CSF is permitted in case of dose-limiting neutropenia. Patients experiencing drug related toxicities that require a delay  21 days will be discontinued from further treatment. If dose is held for 2 previous consecutive cycles, then decrease dose by 1 level throughout the rest of the treatment. 





Table S3: Dose modifications for other toxicities for Arm A
	[bookmark: _Hlk130304319]Toxicity
	Gemcitabine dose

	Febrile neutropenia
	Hold until resolution of fever end returning of blood counts. Decrease dose by 1 level throughout the rest of the treatment#*

	  Cutaneous toxicity ≥ grade 2
	Decrease dose by 1 level throughout the rest of the treatment*; if the patient continues to experience these reactions despite dose reduction, treatment should be discontinued

	Other toxicities ≥ grade 3
(except nausea/vomiting and alopecia)

	Hold until resolution to ≤ grade 1. Then decrease dose by 1 level*

	Symptomatic interstitial pneumonitis
	  Treatment should be discontinued


 *Treatment should be discontinued if dose is already decreased by 2 levels. 
[bookmark: _Hlk130304672]  #G-CSF should be considered.



Table S4: Dose levels for Arm B 
	Dose level
	Nab-paclitaxel dose (mg/m2)*
	Gemcitabine dose (mg/m2)*

	Start dose
	100
	800

	Dose reduction level -1
	75
	600


* Day 1, 8 and 15 every 4 weeks.



Table S5: Dose modifications for hematologic toxicity at start of each cycle or within a cycle for Arm B
	Cycle Day
	Neutrophils
(109/L)
	
	Platelets 
(109/L)
	Nab-paclitaxel and gemcitabine dose

	Day 1

	
	≥ 1.5
	AND
	≥ 100
	Treat on time

	
	< 1.5
	OR
	< 100
	Delay by 1-week intervals until recovery

	Day 8

	
	≥ 1
	AND
	≥ 75
	Treat on time

	
	≥ 0.5 but < 1
	OR
	≥ 50 but < 75
	Decrease dose by 1 level*

	
	< 0.5
	OR
	< 50
	Hold

	Day 15: If Day 8 doses were given without modification

	
	≥ 1
	AND
	≥ 75
	Treat on time

	
	≥ 0.5 but < 1
	OR
	≥ 50 but < 75
	Decrease dose by 1 level*

	
	< 0.5
	OR
	< 50
	Hold

	Day 15: If Day 8 doses were reduced

	
	≥ 1
	AND
	≥ 75
	Same dose as Day 8

	
	< 1
	OR
	< 75
	Hold

	Day 15: If Day 8 doses were interrupted

	
	≥ 1
	AND
	≥ 75
	Decrease dose by 1 level*

	
	< 1
	OR
	< 75
	Hold


*Hold if dose is already decreased.
G-CSF CSF is permitted in case of dose-limiting neutropenia. Patients experiencing drug related toxicities that require a delay > 21 days will be discontinued from further treatment.
If dose is held in 2 previous consecutive cycles, then decrease dose by 1 level throughout the rest of the treatment.


Table S6: Dose modifications for other toxicities for Arm B

	Toxicity
	Nab-paclitaxel dose
	Gemcitabine dose

	Febrile neutropenia
	Hold until resolution of fever end returning of blood counts. Decrease dose by 1 level throughout the rest of the treatment#*

	Peripheral neuropathy 
≥ grade 3
	Hold until resolution to ≤ grade 1. Then decrease dose by 1 level throughout the rest of the treatment*^ 
	Treat on time

	Cutaneous toxicity 
≥ grade 2
	Decrease dose by 1 level throughout the rest of the treatment*; If the patient continues to experience these reactions despite dose reduction, treatment should be discontinued

	Other toxicities ≥ grade 3
(except nausea/vomiting and alopecia)

	Hold until resolution to ≤ Grade 1. Then decrease dose by 1 level*

	Symptomatic interstitial pneumonitis
	Treatment should be discontinued


#G-CSF should be considered.
*Hold if dose is already decreased.
^Patients experiencing peripheral neuropathy that requires a delay for > 21 days will discontinue nab-paclitaxel, however, gemcitabine treatment can continue.
Patients experiencing other drug related toxicities than peripheral neuropathy that require a delay > 21 days will be discontinued from further treatment with both nab-paclitaxel and gemcitabine.









Table S7: Summary of scheduled investigations
	
	Baseline
	Prior to each treatment
	Prior to day 1 in each cycle
	Every 8 weeks of treatment
	At time of progression 

	Medical history, height 
	 X1
	
	
	
	

	CCIa, G8 testb, mG8 testc
	X
	
	
	
	

	Chair-stand-testd
	X
	
	
	X
	

	Weight and PS
	 X1
	
	X
	
	X

	Intercurrent hospitalizations
	
	
	X
	
	X

	Physical examination, symptoms and toxicity
	 X1
	
	X
	
	X

	Hematologye
	 X1
	X
	X
	
	

	Liver and renal chemistryf
	 X1
	
	X
	
	

	CRP
	 X1
	
	
	
	

	CA 19-9
	 X1
	
	X3
	X
	

	Optional blood samples for biomarkers
	X
	
	X3
	X
	X

	QoL questionnaireg 
	X
	
	
	X4
	

	CT scan
	 X2
	
	
	X 
	


1: Within 2 weeks before inclusion
2: Within 4 weeks before inclusion
3: Only prior to the second treatment course
4: Baseline and after 8, 16, and 24 weeks 

a) CCI; Carlson Comorbidity Index based on 17 specific comorbid conditions. Each condition is assigned a weight from 1 to 6, based on the adjusted risk of mortality, and the sum of all weights results in a comorbidity score for the patient. The higher the score, the more likely the predicted outcome will result in mortality69,70. The CCI score includes two items for solid tumors: 1) Has the patient cancer? and 2) Has the patient a metastatic solid tumor? 1) will be answered with yes for all patients, 2) will be answered with yes, for patients with metastatic PC and no for patients with non-metastatic PC.
b) G8 test score ranges from 0-17. A score ≤ 14 is considered abnormal71. 
c) Modified G8 test score ranges from 0-35, with more impairment following a higher score. Cut-off is ≥ 6, indicating potential frailty71. 
d) Chair-stand-test is performed by the study nurse instructing the patient to raise from sitting position on a chair without arms to standing position as many times as possible during a 30 second time limit. The cut-off is depending on sex and age of the patient72. 
e) Hematology includes hemoglobin, white blood cells, neutrophil, lymphocyte and platelet counts.
f) Liver and renal chemistry includes bilirubin, aspartate or alanine aminotransferase, and alkaline phosphatase, lactate dehydrogenase, albumen, creatinine and glomerular filtrating rate (measured or calculated). 
g) EORTC Core QoL questionnaire (EORTC QLQ-C30)31 to be filled out by the patient before meeting the oncologist.


