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1 Supplementary Tables

Shared Parameters: Npp=1; Insert Size=600bp; Error Rate=1%

PE100/SE500/SE1000 35x

PE100/SE500/SE1000 70x

Cr Cr  prL(kb) Cr Cr  prL(kb)
Expl 350 0.1 50 700 0.1 50
Exp2 140 0.25 50 280 0.25 50
Exp3 70 0.5 50 140 0.5 50
Exp4 47 0.75 50 94 0.75 50
Expb 350 0.1 75 700 0.1 75
Exp6 140 0.25 75 280 0.25 75
Exp7 70 0.5 75 140 0.5 75
Exp8& 47 0.75 75 94 0.75 75
Exp9 350 0.1 100 700 0.1 100
Expl0 140 0.25 100 280 0.25 100
Expll 70 0.5 100 140 0.5 100
Expl2 47 0.75 100 94 0.75 100

Table S1: The table summarizes the simulation settings for all experiments

(datasets). All datasets share the same Npy, insert size, and error rate. PE100,
SE500, and SE1000 indicate the read length and whether sequencing is paired-
end or single-end. Experiments marked as 35x or 70x correspond to sequencing
depths of 35x or 70x, respectively. Experiments (Exp) 1-12 are divided into
three groups: 1-4, 5-8, and 9-12. Across these groups, ppy varies, while Cr and

CRr vary within each group.
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Figure S1: Impact of Cr and Cr combinations on SNP and INDEL
calling using single library. Impact of Cr and Cr combination was evaluated
by varying C'g from 0.1 to 0.75 at a fixed coverage of 35x. a-c. F1 scores for SNP
calling using PE100, SE500 and SE1000 under various Cr and C'r combinations.
d-f. F1 scores for INDEL calling using PE100, SE500 and SE1000 under various
Cr and Ci combinations.



Hybrid PE100_NGS and PE100_stLFR
(SNP Recall)
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Figure S2: Recall heatmap for SNP calling on hybrid libraries by comb-
ing PE100_NGS and PE100_stLFR reads. hap.py v0.3.15 was applied to
benchmark the SNP callset against the GIAB ground truth callset. a. Recall
for all difficult (alldiff) regions. b. Recall for low-mappability (lowmap) regions.
c. Recall for segmentation duplication (segdup) regions. d. Recall for tandem
and homopolymer repeat (tandemRep) regions. e. Recall for MHC regions. f.
Recall for all high-confidence (highconf) regions defined by GIAB.
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Figure S3: Precision heatmap for SNP calling on hybrid libraries by
combing PE100_NGS and PE100_stLFR reads. hap.py v0.3.15 was ap-
plied to benchmark the SNP callset against the GIAB ground truth callset.

Precision for all difficult (alldiff) regions. b. Precision for low-mappability
(lowmap) regions. c. Precision for segmentation duplication (segdup) regions.
d. Precision for tandem and homopolymer repeat (tandemRep) regions. e. Pre-
cision for MHC regions. f. Precision for all high-confidence (highconf) regions

defined by GIAB.



Hybrid SE500_stLFR and PE100_stLFR
(SNP Recall)
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Figure S4: Recall heatmap for SNP calling on hybrid libraries by comb-
ing SE500_stLFR and PE100_stLFR reads. hap.py v0.3.15 was applied to
benchmark the SNP callset against the GIAB ground truth callset. a. Recall
for all difficult (alldiff) regions. b. Recall for low-mappability (lowmap) regions.
c. Recall for segmentation duplication (segdup) regions. d. Recall for tandem
and homopolymer repeat (tandemRep) regions. e. Recall for MHC regions. f.
Recall for all high-confidence (highconf) regions defined by GIAB.
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Hybrid SE500_stLFR and PE100_stLFR
(SNP Precision)

alldiff

SES00_StLFR 0.983/0.981 0.981 0.982 0.983 0.982 0.982 0.982 0.982/0.981|

PE100_stLFR —{VR°PA§0.975 0.977 0.976 0.975 0.976 0.976 0.975 0.976 0.976 0.976 0.976

LITUER R-74°10.982 0.982 0.982 0.982 0.981 0.983 0.982 0.982 0.982 0.982 0.981

1 5 6 7 8 9
Experiment(Dataset)

10 11 12

segdups

B=IEIIEEE 0.976 0.976 0.975 0.978/0.974 0.974 0.979 0.974 0.977 0.976 0.981 0.974|

0.9510.950 0.950

LWL 0.937 0.946[J8°EE10.946 0.941 [1A°1:¥80.946:

Hybrid —(1222510.954 0.954 0.957 0.952 0.953 0.957 0.956 0.953 0.954 0.955 0.951

' o o ' o
2 3 4 5 6 7 8 9
Experiment(Dataset)

0 0 0
10 11 12

MHC

SES00_stLFR -0.977 0.977 (RN NEEN] 0.97 7 (VRRENRFE] 0.976 (-F-H0°r-10.977 0.975

PE100_stLFR —(VR=PJOVRRL1] 0.975 [1R:F10.973 0.974 (18=[1)0.973 0.975 0.973 0.974

Hybrid ~0.975 (WRERERR-F/:] 0:97810.978 0.979 0.9800.978 0.978[\A-TAA A-r 1

0 0
1 4 5 6 7 8 9 10 11 12
Experiment(Dataset)

|

|

|
|

[

0.9825
0.9800
0.9775
0.9750

0.9725

0.98

0.97

0.96

0.95

0.94

0.978
0.976
0.974
0.972

0.970

b lowmap

ELUEERERE 0.979 0.979 0.984 0.978 0.980 0.982 0.980 0.983 0.982 0.982 0.984 0.981

PE100_stLFR —{VREEEY 0.9190.916 /©11::0.912 0.913 0.912 0.913 0.913 0.912 0.913

Hybrid ~0.944 0.949 0.952 0.950 0.952 0.947 0.953 0.949 0.945 0.950 0.953 0.948

' [ I il o '
1 2 3 4 5 6 7 8 9
Experiment(Dataset)

' ' '
10 11 12

tandemRep

ESLUEIEIEE 0.978 0.978/0.981 0.979 0.978 0.978 0.98110.981 0.979 0.979/0.981 0.981

[T 0.992 0.99210.992 0.993 0.9930.993 0.993/0.992 0.992 0.992 0.992 0.993

LYEUER0.991 0.992 0.993 0.992 0.993 0.993 0.992 0.992 0.994 0.991 0.993 0.994

4 5 6 7 8 9
Experiment(Dataset)

10 11 12

f highconf

E=LEEIEE 0.988 0.988 [WR:1:110.988 0.988
PE100_stLFR -0.990 0.991 O.QQZMO.QQZ 0.992

02992/ 0.993 0.993 0.992 0.993 0.993 0.9930.993 0.993 0.993/0.992 0.992

(1°:1:10.989 0.989[11°1:1:10.989 0.988

0.991 [vR-I:PI(1R710.991 1E°I:F]

Hybrid

4 5 6 7 8 9
Experiment(Dataset)

10 11 12

Figure S5: Precision heatmap for SNP calling on hybrid libraries by
combing SE500_stLFR and PE100_stLFR reads. hap.py v0.3.15 was ap-
plied to benchmark the SNP callset against the GIAB ground truth callset.
a. Precision for all difficult (alldiff) regions. b. Precision for low-mappability
(lowmap) regions. c. Precision for segmentation duplication (segdup) regions.
d. Precision for tandem and homopolymer repeat (tandemRep) regions. e. Pre-
cision for MHC regions. f. Precision for all high-confidence (highconf) regions

defined by GIAB.
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Figure S6: Recall heatmap for SNP calling on hybrid libraries by comb-
ing SE1000_stLFR and PE100_stLFR reads. hap.py v0.3.15 was applied
to benchmark the SNP callset against the GIAB ground truth callset. a. Recall
for all difficult (alldiff) regions. b. Recall for low-mappability (lowmap) regions.
c. Recall for segmentation duplication (segdup) regions. d. Recall for tandem
and homopolymer repeat (tandemRep) regions. e. Recall for MHC regions. f.
Recall for all high-confidence (highconf) regions defined by GIAB.
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Figure S7: Precision heatmap for SNP calling on hybrid libraries by
combing SE1000_stLFR and PE100_stLFR reads. hap.py v0.3.15 was
applied to benchmark the SNP callset against the GIAB ground truth callset.
a. Precision for all difficult (alldiff) regions. b. Precision for low-mappability
(lowmap) regions. c. Precision for segmentation duplication (segdup) regions.
d. Precision for tandem and homopolymer repeat (tandemRep) regions. e. Pre-
cision for MHC regions. f. Precision for all high-confidence (highconf) regions

defined by GIAB.
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Figure S8: Recall heatmap for INDEL calling on hybrid libraries by
combing PE100_NGS and PE100_stLFR reads. hap.py v0.3.15 was ap-
plied to benchmark the INDEL callset against the GIAB ground truth callset. a.
Recall for all difficult (alldiff) regions. b. Recall for low-mappability (lowmap)
regions. c. Recall for segmentation duplication (segdup) regions. d. Recall
for tandem and homopolymer repeat (tandemRep) regions. e. Recall for MHC
regions. f. Recall for all high-confidence (highconf) regions defined by GIAB.
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Figure S9: Precision heatmap for INDEL calling on hybrid libraries
by combing PE100_NGS and PE100_stLFR reads. hap.py v0.3.15 was
applied to benchmark the INDEL callset against the GIAB ground truth callset.

Precision for all difficult (alldiff) regions. b. Precision for low-mappability
(lowmap) regions. c. Precision for segmentation duplication (segdup) regions.
d. Precision for tandem and homopolymer repeat (tandemRep) regions. e. Pre-
cision for MHC regions. f. Precision for all high-confidence (highconf) regions

defined by GIAB.
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Figure S10: F1 heatmap for INDEL calling on hybrid libraries by comb-
ing PE100_NGS and PE100_stLFR reads. hap.py v0.3.15 was applied to
benchmark the INDEL callset against the GIAB ground truth callset. a. F1
for all difficult (alldiff) regions. b. F1 for low-mappability (lowmap) regions.
c. F1 for segmentation duplication (segdup) regions. d. F1 for tandem and
homopolymer repeat (tandemRep) regions. e. F1 for MHC regions. f. F1 for
all high-confidence (highconf) regions defined by GIAB.
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Figure S11: Recall heatmap for INDEL calling on hybrid libraries by
combing SE500_stLFR and PE100_stLFR reads. hap.py v0.3.15 was ap-
plied to benchmark the INDEL callset against the GIAB ground truth callset. a.
Recall for all difficult (alldiff) regions. b. Recall for low-mappability (lowmap)
regions. c. Recall for segmentation duplication (segdup) regions. d. Recall
for tandem and homopolymer repeat (tandemRep) regions. e. Recall for MHC
regions. f. Recall for all high-confidence (highconf) regions defined by GIAB.
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Figure S12: Precision heatmap for INDEL calling on hybrid libraries
by combing SE500_stLFR and PE100_stLFR reads. hap.py v0.3.15 was
applied to benchmark the INDEL callset against the GIAB ground truth callset.
a. Precision for all difficult (alldiff) regions. b. Precision for low-mappability
(lowmap) regions. c¢. Precision for segmentation duplication (segdup) regions.
d. Precision for tandem and homopolymer repeat (tandemRep) regions. e. Pre-
cision for MHC regions. f. Precision for all high-confidence (highconf) regions

defined by GIAB.
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Figure S13: F1 heatmap for INDEL calling on hybrid libraries by comb-
ing SE500_stLFR and PE100_stLFR reads. hap.py v0.3.15 was applied to
benchmark the INDEL callset against the GIAB ground truth callset. a. F1
for all difficult (alldiff) regions. b. F1 for low-mappability (lowmap) regions.
c. F1 for segmentation duplication (segdup) regions. d. F1 for tandem and
homopolymer repeat (tandemRep) regions. e. F1 for MHC regions. f. F1 for
all high-confidence (highconf) regions defined by GIAB.
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Figure S14: Recall heatmap for INDEL calling on hybrid libraries by
combing SE1000_stLFR and PE100_stLFR reads. hap.py v0.3.15 was ap-
plied to benchmark the INDEL callset against the GIAB ground truth callset. a.
Recall for all difficult (alldiff) regions. b. Recall for low-mappability (lowmap)
regions. c. Recall for segmentation duplication (segdup) regions. d. Recall
for tandem and homopolymer repeat (tandemRep) regions. e. Recall for MHC
regions. f. Recall for all high-confidence (highconf) regions defined by GIAB.
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Figure S15: Precision heatmap for INDEL calling on hybrid libraries
by combing SE1000_stLFR and PE100_stLFR reads. hap.py v0.3.15 was
applied to benchmark the INDEL callset against the GIAB ground truth callset.
a. Precision for all difficult (alldiff) regions. b. Precision for low-mappability
(lowmap) regions. c. Precision for segmentation duplication (segdup) regions.
d. Precision for tandem and homopolymer repeat (tandemRep) regions. e. Pre-
cision for MHC regions. f. Precision for all high-confidence (highconf) regions

defined by GIAB.
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Figure S16: F1 heatmap for INDEL calling on hybrid libraries by comb-
ing SE1000_stLFR and PE100_stLFR reads. hap.py v0.3.15 was applied
to benchmark the INDEL callset against the GIAB ground truth callset. a. F1
for all difficult (alldiff) regions. b. F1 for low-mappability (lowmap) regions.
c. F1 for segmentation duplication (segdup) regions. d. F1 for tandem and
homopolymer repeat (tandemRep) regions. e. F1 for MHC regions. f. F1 for
all high-confidence (highconf) regions defined by GIAB.
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Figure S17: Simulated and real PE100_stLFR SNP INDEL calling per-
formance comparison hap.py v0.3.15 was applied to benchmark the SNP and
INDEL callset against the GIAB ground truth callset. a. F1 for SNP calling.
b. F1 for INDEL calling. c. Recall for SNP calling. d. Recall for INDEL
calling. e. Precision for SNP calling. f. Precision for INDEL calling
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Figure S18: Simulated and real PE100_stLFR SV calling performance
comparison Truvari v4.0.0 was applied to benchmark the SV callset against
the GIAB ground truth callset. a. F1, recall, precision for insertion SV calling.
b. F1, recall, precision for deletion SV calling.
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Figure S19: Simulated and real PE100_stLFR SNP INDEL calling per-
formance comparison hap.py v0.3.15 was applied to benchmark the SNP and
INDEL callset against the GIAB ground truth callset. a. F1 for SNP calling.
b. F1 for INDEL calling. c. Recall for SNP calling. d. Recall for INDEL
calling. e. Precision for SNP calling. f. Precision for INDEL calling
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