Table S1: Sequence information of primers used in qPCR validation 
	Primer
	Primer Sequence 5’– 3’

	Actin-F
	GAGTCATGGTTGGTATGGGAC

	Actin-R
	GGAGCTTCGGTCAAAAGTACG

	[bookmark: OLE_LINK3]HCON_00013510-F
[bookmark: OLE_LINK5]HCON_00013510-R
[bookmark: OLE_LINK4]HCON_00191400-F
[bookmark: OLE_LINK10]HCON_00191400-R
[bookmark: OLE_LINK6]HCON_00130050-F
[bookmark: OLE_LINK9]HCON_00130050-R
[bookmark: OLE_LINK7]HCON_00130390-F
[bookmark: OLE_LINK18]HCON_00130390-R
HCON_00192750-F
[bookmark: OLE_LINK14]HCON_00192750-R
HCON_00087240-F
[bookmark: OLE_LINK12]HCON_00087240-R
[bookmark: OLE_LINK13]HCON_00007280-F
HCON_00007280-R
[bookmark: OLE_LINK11]HCON_00157290-F
[bookmark: OLE_LINK8]HCON_00157290-R
[bookmark: OLE_LINK15]HCON_00003380-F
HCON_00003380-R
[bookmark: OLE_LINK16]HCON_00003390-F
HCON_00003390-R
[bookmark: OLE_LINK17]HCON_00162030-F
HCON_00162030-R
	GCGGCCCTATGGGAGATATG
TCAGCGTAGGAAGCGTGTC
CATTGCCGTGGCATCTCTTG
ACCTGCACGTCCATAATGTC
GGTATCGCAGGAGCCAATC
TGCGCGAGTGTTGTAACC
GTGTGACGCACTACAGAG
GGCCATGCTCTGTAGATAG
CGCTGGCCTTCATAGTATGTTC
GATGATACGGCTCCAGGTG
TATGTTGGCGTCGAGTGG
TCCCAAGCACCATCGGTAG
CGCCTCTTCAATGAGCAATC
GAACATGTCGGCAGTGATGG
AGTTAGTGGGTTGCGCCTAC
CGCATGAATGTGCTCCATTAGG
GTTGTACCTGTCGCATTG
GCAGGCAAGCACATGAAG
GCTTGCCCAAGGATTGGTTC
CATATTTCTGCGCCGCATC
CGCTCATCATGCCTCTATTG
AGCAGCTCCAGTCCACATC



[bookmark: _Hlk90492156]Table S2: Summary of statistics for the quality control of sequencing data from adult male and female worms of ivermectin resistant and susceptible strains of Haemonchus contortus. 
	Sample
	Raw reads
	Raw bases
	Clean reads
	Clean bases
	Q20(%)
	Q30(%)
	GC content (%)

	RM-1
	62,181,698
	9,389,436,398
	61,682,312
	9,125,257,781
	98.43
	94.91
	47.61

	RM-2
	56,822,716
	8,580,230,116
	56,407,174
	8,327,173,739
	98.64
	95.47
	47.36

	RM-3
	50,930,596
	7,690,519,996
	50,603,064
	7,515,148,399
	98.5
	95.09
	47.11

	RF-1
	57,523,280
	8,686,015,280
	57,082,440
	8,494,936,007
	98.55
	95.25
	48.29

	RF-2
	49,714,762
	7,506,929,062
	49,398,626
	7,339,071,323
	98.62
	95.41
	47.56

	RF-3
	48,518,236
	7,326,253,636
	48,223,922
	7,191,737,403
	98.52
	95.14
	47.62

	SM-1
	51,031,890
	7,705,815,390
	50,587,946
	7,530,669,870
	98.39
	94.87
	47.84

	SM-2
	53,825,512
	8,127,652,312
	53,427,728
	7,947,854,387
	98.62
	95.42
	47.88

	SM-3
	56,694,600
	8,560,884,600
	56,174,962
	8,347,339,380
	98.48
	95.07
	47.89

	SF-1
	49,841,546
	7,526,073,446
	49,496,380
	7,394,929,550
	98.35
	94.71
	47.69

	SF-2
	49,975,174
	7,546,251,274
	49,672,296
	7,359,067,621
	98.61
	95.38
	47.62

	SF-3
	50,363,874
	7,604,944,974
	50,003,268
	7,406,767,535
	98.58
	95.34
	47.8


RM: male worms of ivermectin (IVM) resistant strain; RF: female worms of IVM resistant strain; SM: male worms of IVM susceptible strain; SF: female worms of IVM susceptible strain.

Table S3: Summary of total reads in the transcriptome data from RNA sequencing and those mapped to the Haemonchus contortus genome. 
	Sample
	Total reads
	Total mapped
	Multiple mapped
	Uniquely mapped

	RM-1
	61,682,312
	46,982,266(76.17%)
	9,017,219(14.62%)
	37,965,047(61.55%)

	RM-2
	56,407,174
	42,791,099(75.86%)
	7,876,513(13.96%)
	34,914,586(61.9%)

	RM-3
	50,603,064
	38,085,707(75.26%)
	7,394,654(14.61%)
	30,691,053(60.65%)

	RF-1
	57,082,440
	44,730,523(78.36%)
	4,158,596(7.29%)
	40,571,927(71.08%)

	RF-2
	49,398,626
	37,710,048(76.34%)
	3,492,617(7.07%)
	34,217,431(69.27%)

	RF-3
	48,223,922
	35,976,056(74.6%)
	3,166,040(6.57%)
	32,810,016(68.04%)

	SM-1
	50,587,946
	38,683,461(76.47%)
	8,065,994(15.94%)
	30,617,467(60.52%)

	SM-2
	53,427,728
	40,879,209(76.51%)
	8,251,713(15.44%)
	32,627,496(61.07%)

	SM-3
	56,174,962
	43,112,904(76.75%)
	8,200,156(14.6%)
	34,912,748(62.15%)

	SF-1
	49,496,380
	38,010,923(76.8%)
	3,743,044(7.56%)
	34,267,879(69.23%)

	SF-2
	49,672,296
	37,791,042(76.08%)
	4,374,568(8.81%)
	33,416,474(67.27%)

	SF-3
	50,003,268
	38,243,126(76.48%)
	4,491,629(8.98%)
	33,751,497(67.5%)


RM: male worms of ivermectin (IVM) resistant strain; RF: female worms of IVM resistant strain; SM: male worms of IVM susceptible strain; SF: female worms of IVM susceptible strain

[bookmark: _Hlk90492340]Table S4: Top 10 up-regulated (up) and down-regulated (down) genes based on fold change in the ivermectin (IVM) resistant male (RM) versus susceptible male (SM) and IVM resistant female (RF) versus susceptible female (SF) worms of Haemonchus contortus.
	
	Gene ID
	
	Log2 FC
	Annotation

	RM-SM-up
	HCON_00039260
	
	8.561033
	parasitic stage specific protein 1

	
	HCON_00124770
	
	6.726062
	RNA-directed DNA polymerase (Reverse transcriptase) domain containing protein

	
	HCON_00039290
	
	6.668482
	Saposin type B domain containing protein

	
	MSTRG.14999
	
	6.520009
	Uncharacterised

	
	HCON_00110150
	
	5.864658
	Reverse transcriptase

	
	MSTRG.11990
	
	5.760725
	Uncharacterised

	
	MSTRG.12957
	
	5.723914
	Uncharacterised

	
	HCON_00166750
	
	5.717082
	Uncharacterised

	
	HCON_00185070
	
	5.378666
	Uncharacterised

	
	HCON_00119660
	
	5.375616
	RNA-directed DNA polymerase (reverse transcriptase) domain containing protein

	RM-SM-down
	HCON_00140540
	
	-7.41587
	Uncharacterised

	
	HCON_00074870
	
	-6.86534
	Glutathione S-transferase (hypothetical protein)

	
	HCON_00100640
	
	-6.57432
	Uncharacterised

	
	MSTRG.8420
	
	-6.47591
	Uncharacterised

	
	HCON_00121230
	
	-6.17854
	Uncharacterised

	
	HCON_00100600
	
	-5.92816
	Uncharacterised

	
	HCON_00074880
	
	-5.85906
	Glutathione S-transferase (hypothetical protein)

	
	HCON_00136400
	
	-5.8272
	Uncharacterised

	
	HCON_00074860
	
	-5.43418
	Glutathione S-transferase

	
	HCON_00027510
	
	-5.35102
	Uncharacterised

	[bookmark: OLE_LINK1][bookmark: OLE_LINK2]RF-SF-up
	HCON_00140230
	
	9.981274
	SCP extracellular domain containing protein

	
	HCON_00150180
	
	8.795269
	cytoplasmic dynein 2 light intermediate chain 1

	
	MSTRG.4016
	
	8.199537
	Uncharacterised

	
	HCON_00039260
	
	7.833008
	Parasitic stage specific protein 1

	
	HCON_00039290
	
	6.915202
	Saposin type B domain containing protein

	
	MSTRG.5671
	
	6.096023
	Uncharacterised

	
	HCON_00082880
	
	5.648997
	Nematode cuticle collagen

	
	HCON_00104200
	
	5.500229
	Choline ethanolamine kinase and UDP-glucuronosyl 

	
	HCON_00001960
	
	5.291722
	Endonuclease-reverse transcriptase

	
	MSTRG.3948
	
	5.072978
	GPCR

	

RF-SF-down



	MSTRG.732
	
	-7.01045
	[bookmark: OLE_LINK19]Nematode cuticle collagen

	
	MSTRG.14874
	
	-6.28339
	Uncharacterised

	
	HCON_00012250
	
	-5.98918
	Peptidase A1 domain containing protein

	
	MSTRG.6402
	
	-5.81638
	myosin head

	
	HCON_00066450
	
	-5.79422
	Retrotransposon and Integrase domain containing protein

	
	HCON_00066440
	
	-5.77946
	Uncharacterised

	
	HCON_00136400
	
	-5.71929
	Uncharacterised

	
	HCON_00140540
	
	-5.62501
	Uncharacterised

	
	HCON_00152810
	
	-5.54436
	Hypothetical protein CBG24224

	
	HCON_00023610
	
	-5.45101
	Uncharacterised



[bookmark: _Hlk86676682][bookmark: _Hlk90492394]Table S5: Information on DEGs in the ivermectin resistant male and female worms of Haemonchus contortus encoding receptors, transporters, detoxification enzymes. 
	Classification
	Gene ID
	Log2 FC 
	Annotation

	
	
	Male
	Female
	

	Receptor
	HCON_00161180
	
	-4.056
	Glutamate-gated chloride channel

	
	HCON_00041490
	1.726
	
	nicotinic acetylcholine receptors

	
	HCON_00016650
	2.793
	2.93
	nicotinic acetylcholine receptors

	
	HCON_00003530
	-1.037
	
	nicotinic acetylcholine receptors

	
	HCON_00137150
	-1.174
	
	nicotinic acetylcholine receptors

	
	MSTRG.12918
	-1.830
	
	nicotinic acetylcholine receptors

	
	HCON_00097440
	-2.590
	
	nicotinic acetylcholine receptors

	
	HCON_00003560
	
	-1.134
	nicotinic acetylcholine receptors

	
	HCON_00162230
	1.299
	
	GPCR domain containing protein

	
	HCON_00140940
	1.422
	
	GPCR domain containing protein

	
	HCON_00069180
	1.505
	
	GPCR domain containing protein

	
	MSTRG.10539
	1.791
	
	GPCR domain containing protein

	
	HCON_00124980
	2.004
	
	GPCR domain containing protein

	
	HCON_00145330
	
	1.541
	GPCR domain containing protein

	
	HCON_00121620
	-1.194
	-1.02
	GPCR domain containing protein

	
	HCON_00110140
	
	-1.254
	GPCR domain containing protein

	
	HCON_00156550
	
	-1.544
	GPCR domain containing protein

	
	HCON_00162320
	
	-4.537
	GPCR domain containing protein

	Transport
	HCON_00130050
	2.201
	1.2
	ABC transporter

	
	HCON_00085890
	
	1.183
	ABC transporter

	Detoxification
	HCON_00024000
	3.836
	4.612
	Cytochrome P450

	
	HCON_00024010
	1.68
	1.708
	Cytochrome P450

	
	HCON_00141020
	1.502
	
	Cytochrome P450

	
	HCON_00141050
	1.409
	
	Cytochrome P450

	
	HCON_00059240
	2.397
	
	Short-chain dehydrogenases/reductases (SDR)

	
	HCON_00102400
	1.154
	
	Short-chain dehydrogenases/reductases (SDR)

	
	HCON_00127680
	2.018
	
	UDP-glycosyltransferases (UGTs)

	
	HCON_00108700
	
	2.1
	UDP-glycosyltransferases (UGTs)

	
	HCON_00125550
	
	-1.073
	UDP-glycosyltransferases (UGTs)

	
	HCON_00125530
	
	-2.490
	UDP-glycosyltransferases (UGTs)

	
	HCON_00074860
	-5.434
	-2.057
	Glutathione S-transferase (GSTs)

	
	HCON_00074880
	-5.859
	-5.444
	Glutathione S-transferase (GSTs)

	
	HCON_00074870
	-6.865
	-4.321
	Glutathione S-transferase (GSTs)



[bookmark: _Hlk90493190][bookmark: _Hlk92181055][bookmark: _GoBack]Table S6: Information on DEGs in the ivermectin resistant male and female worms of Haemonchus contortus encoding molecules involved in lipid metabolism and cuticle morphological formation.
	Classification
	Gene ID
	Log2 FC 
	Annotation

	
	
	Male
	Female
	

	lipids
	HCON_00039290
	6.668
	6.915
	lipid metabolic process

	
	HCON_00105450
	
	4.195
	lipid metabolic process

	
	HCON_00120760
	2.324
	2.506
	Lipid transport and metabolism

	
	HCON_00130390
	2.331
	2.357
	lipid metabolic process

	
	HCON_00140140
	
	1. 213
	fatty acid biosynthetic process

	
	HCON_00121910
	4.992
	
	lipid metabolic process

	
	MSTRG.10192
	2.82
	
	lipid metabolic process

	
	MSTRG.5004
	1.718
	
	lipase activity

	
	HCON_00093190
	1.496
	
	lipid metabolic process

	
	HCON_00125510
	1.376
	
	lipid metabolic process

	
	HCON_00080850
	1.132
	
	lipid metabolic process

	
	HCON_00188210
	1.116
	
	lipid metabolic process

	
	HCON_00139000
	1.095
	
	lipid binding

	Cuticle collagen
	HCON_00082880
	2.388
	5.64
	Nematode cuticle collagen

	
	HCON_00191400
HCON_00050600
HCON_00182130
HCON_00192150
MSTRG.12394
HCON_00050580
HCON_00192750
MSTRG.9687
HCON_00191700
HCON_00100700
MSTRG.9444
HCON_00087240
MSTRG.10570
MSTRG.10424
MSTRG.4205
MSTRG.10257
MSTRG.7115
MSTRG.10264
MSTRG.640
MSTRG.1965
MSTRG.6901
MSTRG.9582
MSTRG.4142
HCON_00192760
MSTRG.9727
HCON_00003660
MSTRG.732
	2.154

-1.01
-1.08
-1.39
-1.4
-1.66
-1.72
-1.81
-2.03
-2.12
-2.36
-2.37
-2.37
-2.89
-3.08
-3.27
-3.55
-3.55
-4.02
-4.05
-4.23
-5.22
	1.71
1.06



-1.23
-1.81



-1.81
-1.36

-1.54
-1.82
-1.86

-1.08
-2.75



-5.04
-1.18
-1.58
-2.26
-7.01
	Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen
Nematode cuticle collagen




