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Dose-limiting toxicity criteria:
· Hematological toxicity that is:
· At least CTCAE grade 4 present for more than 4 days
· CTCAE grade 3 thrombocytopenia with bleeding
· Febrile neutropenia
· Non-hematological toxicity of at least CTCAE grade 3 including:
· Confirmed QTc prolongation (>500 msec or 60 msec above baseline)
· Any other toxicity that:
· Is greater than that at baseline, is clinically significant and/or unacceptable and is judged to be a DLT by the safety review committee
· Is a protocol defined stopping criteria
· Results in a disruption of dosing schedule of more than 7 days


RESULTS
Pharmacokinetic results
The pharmacokinetic (PK) analysis set included a total of 29 patients. Key PK parameters are summarized in Table S1. 
Following single and multiple dose administration, savolitinib was rapidly absorbed with time to maximum concentration (Tmax) ranging from 0.95 to 3.47 h and rapidly eliminated with mean half‑life estimates of 3.30 to 4.93 h. Due to the short half-life of savolitinib, there was no accumulation following multiple once-daily dosing. Mean metabolite exposure relative to parent savolitinib for metabolites, M2 and M3, were ~16.2 to 38.2% and ~5.41 to 11.0%, respectively. For a given savolitinib dose, the PK parameters appeared consistent across monotherapy and combination treatment. Thus, co-administration of savolitinib with osimertinib had minimal impact on the PK of savolitinib and its metabolites based on the limited patients evaluated. 
Multiple dose plasma osimertinib concentration-time profiles were relatively flat over the 24‑h dosing interval with minimal fluctuation between maximum and minimum steady-state concentrations. Osimertinib accumulated in plasma after multiple 80 mg once daily (qd) dosing in combination with savolitinib, with accumulation ratio (Rac) estimates ranging from 1.26- to 7.59-fold. Osimertinib PK parameters following 80 mg qd dosing appeared consistent regardless of combination savolitinib dose. Osimertinib metabolite AZ5104 showed 2.9- to 29.9-fold accumulation, higher than parent osimertinib but no clear trend with respect to savolitinib dose. Following multiple 80 mg doses of osimertinib, AZ5104 exposure was approximately 4.8% to 17.3% that of osimertinib based on area under the curve (AUC) and maximum plasma concentration (Cmax) ratios. The metabolite AZ7550 showed 10.0- to 51.7‑fold accumulation, higher than parent osimertinib and metabolite AZ5104. Following multiple 80 mg doses of osimertinib, AZ7550 exposure was approximately 6.32% to 26.3% that of osimertinib based on AUC and Cmax ratios. Overall, combination of osimertinib with increasing doses of savolitinib had minimal impact on the PK of osimertinib and its metabolites based on the limited patients evaluated.



Supplementary Table S1. Summary of key savolitinib and osimertinib pharmacokinetic parameters (pharmacokinetic analysis set)
	Compound 
	
	Single dose (cycle 1 day 1)
	Multiple dose (cycle 1 day 15 or cycle 2 day 1)

	
	
	Cmax, geometric mean, ng/mL (%CV)
	Tmax, 
median, h
(range)
	AUC0–24, geometric mean, ng/mL.h, (%CV)
	T1/2, arithmetic mean, h (SD) 
	Css max, geometric mean, ng/mL (%CV)
	Tss max, 
median, h (range)
	Css min, geometric mean, ng/mL (%CV)
	AUCτ, geometric mean, ng/mL.h (%CV)
	Rac, arithmetic mean (SD)

	Savolitinib 
	400 mg qd – monotherapy
	2937 (34.88)
	2.92
(2.00–3.90)
	15770
(27.91)
	4.158
(1.132)
	2684
(45.83)
	3.47
(1.00–7.88)
	37.22
(62.99)
	16070
(12.19)
	1.121
(0.1549)

	
	600 mg qd – monotherapy
	4417 (36.64)
	3.01
(2.00–5.90)
	29360
(38.21)
	4.907
(3.022)
	4805
(43.45)
	3.00
(1.95–8.02)
	130.6
(130.0)
	34380
(14.99)
	1.098
(0.2767)

	
	400 mg qd + osimertinib 80 mg qd
	2492 (34.45)
	2.96
(0.98–3.92)
	18780
(58.03)
	3.967
(1.190)
	2656
(34.90)
	2.93
(1.85–4.02)
	18.98
(125.1)
	15740
(28.92)
	0.9612 (0.2553)

	
	600 mg qd + osimertinib 80 mg qd
	3247 (44.62)
	0.95
(0.92–1.95)
	16650
(62.24)
	3.995
(1.080)
	ND
	ND
	ND
	ND
	ND

	Osimertiniba
	+ savolitinib 400 mg qd
	145.2 (30.94)
	5.88
(3.87–8.02)
	2354
(31.07)
	NC
	523.4
(83.68)
	4.03
(3.98–7.90)
	353.6
(93.84)
	10970
(87.23)
	5.649
(2.318)

	
	+ savolitinib 600 mg qd
	196.2 (47.76)
	4.90
(1.95–5.92)
	3088
(42.68)
	NC
	ND
	ND
	ND
	ND
	ND


AUC0–24 area under the plasma concentration-time curve from zero to 24 h, AUCT area under the plasma concentration-time curve over the dosing interval, Cmax maximum plasma concentration, Css max maximum plasma concentration at steady state, Css min minimum plasma concentration at steady state, CV coefficient of variation, h hours, ND not determined, NC not calculable, qd once daily, Rac accumulation ratio, SD standard deviation, T1/2 terminal half-life, Tmax time to maximum concentration, Tss max time to maximum plasma concentration at steady state
aFor osimertinib, Cmax and AUC are reported in nM and nM.h, respectively. 

