	Marker
	Type of mutation
	2007-2010*
N = 200
(%, 95% CI)
	2022-2023
N = 80
(%, 95% CI)
	P value

	Pfcrt-K76T
	Wild type (K76)
	8 (4, 0.017-0.077)
	4 (5, 0.013-0.123)
	0.747

	
	Mutation (76T)
	192 (96, 0.923-0.983)
	76 (95, 0.877-0.986)
	

	Pfmdr1-N86Y
	Wild type (N86)
	106 (53, 0.458-0.601)
	77 (96.25, 0.894-0.992)
	<0.0001

	
	Mutation (86Y)
	92 (46, 0.389-0.532)
	3 (3.75, 0.008-0.106)
	

	
	Mixed type (N86Y)
	2 (1, 0.001-0.036)
	-
	

	Pfmdr1-Y184F
	Wild type (Y184)
	192 (96, 0.923-0.983)
	38 (47.5, 0.362-0.59)
	<0.0001

	
	Mutation (184F)
	4 (2, 0.005-0.05)
	41 (51.25, 0.398-0.626)
	

	
	Mixed type (Y184F)
	4 (2, 0.005-0.05)
	1 (1.25, 0.0003-0.068)
	

	Pfmdr1-S1034C
	Wild type (S1034)
	200 (100, 0.982-1)
	80 (100, 0.955-1)
	-

	Pfmdr1-N1042D
	Wild type (N1042)
	200 (100, 0.982-1)
	80 (100, 0.955-1)
	-

	Pfmdr1-D1246Y
	Wild type (D1246)
	200 (100, 0.982-1)
	80 (100, 0.955-1)
	-


Supplementary Table S1 Frequency distribution of pfcrt and pfmdr1 point mutations in Plasmodium falciparum isolates from Southeastern Iran

	
Differences in point mutation prevalence between the previous (2007–2010) and current (2022–2023) studies were assessed using the Chi-square test or Fisher's exact test, as appropriate. P < 0.05 was considered statistically significant.
* Pirahmadi et al. (2013).










Supplementary Table S2 Frequency distribution of pfmrp1 point mutations in Plasmodium falciparum isolates from Southeastern Iran
	Marker
	Type of mutation
	2007-2010*
N = 200
(%, 95% CI)
	2022-2023
N = 80
(%, 95% CI)
	P value

	Pfmrp1-H191Y
	Wild type (H191)
	46 (23, 0.174-0.295)
	17 (21.25, 0.129-0.318)
	0.001

	
	Mutation (191Y)
	153 (76.5, 0.7-0.822)
	55 (68.75, 0.574-0.786)
	

	
	Mixed type (H86Y)
	1 (0.5, 0.0001-0.027)   
	8 (10, 0.044-0.188)
	

	Pfmrp1-S437A
	Wild type (S437)
	50 (25, 0.192-0.316)
	12 (15, 0.08-0.247)
	0.009

	
	Mutation (437A)
	139 (69.5, 0.626-0.758)
	68 (85, 0.753-0.92)
	

	
	Mixed type (S437A)
	11 (5.5, 0.028-0.096)
	-
	

	Pfmrp1-I876V
	Wild type (I876)
	69 (34.5, 0.279-0.415)
	12 (15, 0.08-0.247)
	<0.0001

	
	Mutation (876V)
	129 (64.5, 0.574-0.711)
	63 (78.75, 0.682-0.871)
	

	
	Mixed type (I876V)
	2 (1, 0.001-0.036)
	5 (6.25, 0.021-0.14)
	

	Pfmrp1-F1390I
	Wild type (F1390)
	156 (78, 0.716-0.835)
	41 (51.25, 0.398-0.626)
	<0.0001

	
	Mutation (1390I)
	34 (17, 0.121-0.229)
	37 (46.25, 0.35-0.578)
	

	
	Mixed type (F1390I)
	10 (5, 0.024-0.09)
	2 (2.5, 0.003-0.087)
	

	Pfmrp1-K1466R
	Wild type (K1466)
	200 (100, 0.982-1)
	80 (100, 0.955-1)
	-

	
	Mutation (1466R)
	-
	-
	



Differences in point mutation prevalence between the previous (2007–2010) and current (2022–2023) studies were assessed the Chi-square test or Fisher's exact test, as appropriate. P < 0.05 was considered statistically significant.
* Pirahmadi et al. (2013).



Supplementary Table S3  Frequency distribution of combined pfcrt/pfmdr1/pfmrp1 haplotypes in Plasmodium falciparum isolates from Southeastern Iran
	pfcrt
	pfmdr1
	pfmrp1
	No. Haplotype
	Frequency 
(95% CI)

	K76T
	N86Y
	Y184F
	S1034C
	N1042D
	D1246Y
	H191Y
	S437A
	I876V
	F1390I
	K1466R
	
	

	T
	N
	Y
	S
	N
	D
	Y
	A
	V
	I
	K
	19
	23.7 (0.149-0.346)

	T
	N
	F
	S
	N
	D
	Y
	A
	V
	F
	K
	11
	13.7 (0.071-0.233)

	T
	N
	F
	S
	N
	D
	Y
	A
	V
	I
	K
	6
	7.5 (0.028-0.156)

	T
	N
	F
	S
	N
	D
	H
	S
	I
	F
	K
	4
	5 (0.014-0.123)

	T
	N
	Y
	S
	N
	D
	Y
	A
	V
	F
	K
	3
	3.7 (0.008-0.106)

	T
	N
	Y
	S
	N
	D
	H
	A
	V
	F
	K
	3
	3.7 (0.008-0.106)

	T
	N
	F
	S
	N
	D
	H
	A
	V
	F
	K
	3
	3.7 (0.008-0.106)

	T
	N
	Y
	S
	N
	D
	HY
	A
	V
	F
	K
	2
	2.5 (0.003-0.087)

	T
	N
	F
	S
	N
	D
	H
	S
	V
	F
	K
	2
	2.5 (0.003-0.087)

	K
	N
	F
	S
	N
	D
	Y
	A
	V
	I
	K
	2
	2.5 (0.003-0.087)

	K
	N
	F
	S
	N
	D
	HY
	A
	V
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	H
	A
	I
	I
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	HY
	A
	V
	FI
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	HY
	A
	V
	I
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	HY
	A
	V
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	Y
	S
	N
	D
	H
	A
	IV
	I
	K
	1
	1.2 (0.0003-0.068)

	T
	Y
	Y
	S
	N
	D
	Y
	A
	V
	I
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	H
	A
	I
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	Y
	S
	N
	D
	H
	S
	V
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	Y
	S
	I
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	Y
	S
	V
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	Y
	S
	N
	D
	Y
	S
	V
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	Y
	S
	N
	D
	Y
	S
	V
	I
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	Y
	S
	N
	D
	Y
	A
	IV
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	Y
	Y
	S
	N
	D
	Y
	A
	IV
	I
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	YF
	S
	N
	D
	Y
	A
	V
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	Y
	A
	I
	I
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	Y
	S
	N
	D
	Y
	A
	V
	F I
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	Y
	S
	N
	D
	HY
	A
	IV
	F
	K
	1
	1.2 (0.0003-0.068)

	K
	N
	F
	S
	N
	D
	H
	S
	I
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	Y
	F
	S
	N
	D
	Y
	A
	I
	I
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	Y
	S
	N
	D
	HY
	A
	V
	I
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	Y
	A
	I
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	F
	S
	N
	D
	Y
	A
	IV
	F
	K
	1
	1.2 (0.0003-0.068)

	T
	N
	Y
	S
	N
	D
	Y
	A
	I
	I
	K
	1
	1.2 (0.0003-0.068)








