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Supplementary Table 4: Resistance-associated aa changes in TK gene of HSV-2 including nt changes, their location, antivirals tested as well as results, methods for phenotypic testing
and references.

Drug susceptibliity

Amino acid | Nucteotide SLIE les e (EC4 ratio of resistant to sensitive viral isolate or ECqp value)
Domaln Test methods for phenotype References
change | change e e _ o
resistant | sensitive Aciclovir Brivudin | Penciclovir | Foscamet |  Gidofovir
(Acv) (BVDU) (Pcv) (FOS) (cDv)
oot solets conserved and
jon
eletion eretol non-conserved ACV - not tested not tested not tested not tested not tested not tested 24075863
aat-248 | nt1-742
region
- ;
Sozstope | TN ()| nonconserved | ACVBVDU, | (o1 oo 1610c . 133,08 0 o plaque reduction assay, 1160674
nte region pov TK functional assay
; EC.
R34C c100T non-conserved ACV FOS ECo4438uM |  not tested not tested 0 not tested plaque reduction assay 14670581
region <660.0 M
plaque reduction assay,
RE1W TI53C | ATP-binding site pov ACV,FOS | ECy294M | nottested | ECs16.84M | ECs58.24M |  nottested in vivo test in mice, 15042649
TK functional assay
ACV, BVDU, modified dye uptake assay including
. E 2uM | EC5320 M | EC75.9uM | ECy 159 uM 2117
53N TiSTA | ATPbindingsite | " ST FOS  |ECs>355 M | ECs>35.2 1M | ECs32.0 M | ECso75.9uM | ECs 15.9 e 8503
deletion (C) ACV, BVDU, plaque reduction assay,
* -t DV, F 2 1.2 1 1.4 2. 11 74
I54stop’ o | ATP-binding site ooy cov, Fos >200.0x >1.2x >133.0x X 8x T et meaay 606
deletion (C) ACV, BVDU, plaque reduction assay,
* -} DV, F 1 1 1" 7 1.7 11 74
I54stop’ S| ATP-binding site oy cov, Fos 50.0x 3.1x 5.0x 0.7 X T funetons! mesay 606
61750/ plaque reduction assay, 10395866
ATP-| ACV Fi DV E M Ef 7. M | E M
GsoP oo binding site c 08, Cl Cso9464M | nottested | nottested | ECs67.04M | ECs 3334 el gronth aveay 220807
Ge1w G181T | ATP-binding site AV FOS  |ECs>50.0iM| nottested | nottested |ECs1033uM| nottested plaque reduction assay 24075863
K62 AM86C | ATP-binding site AV - EC5211.7WM | nottested | nottested | nottested | nottested dye uptake assay 9697707
’ ! duct ]
S66P T196C non-conserved ACV FOS EC543.0puM | nottested nottested | ECs<66.0uM |  not tested plaque reduction assay, 23041200
region TK functional assay
" y ! duct ]
Leostop | @6l6tion (€) | non-conserved ACV - EC51223uM |  not tested not tested not tested not tested plaque reduction assay, 11238837
nt 180-183 region cell growth assay
2147 . ! duct ,
AT2S G214A/ | non-conserved ACV FOS EC543.0pM | nottested nottested | ECs<66.0uM |  not tested plaque reduction assay, 23041200
c2156 region TK functional assay
I ’ EC.
M86stop ":l ;‘1';?2(262’ non ::;Z:wd ACV FOS EC40887.6 M | not tested not tested <660.;DuM not tested plaque reduction assay 14670581
’ EC
A94V c281T non-conserved | oy Fos - ECs0>50.0uM |  not tested not tested 50 not tested plaque reduction assay 24075863
region >330.0 M
deletion (G) | non-conserved
L9Bstop PN onon AV FOS  |ECs>50.0iM| nottested | nottested |EC5256.7uM| nottested plaque reduction assay 24075863
» ;
1101S T3026 non-conserved ACV FOS EC5420pM | nottested nottested | ECs145.0 M |  not tested plaque reduction assay, 23041200
region TK functional assay
’ plaque reduction assay,
Q105P A314C non-conserve ACV - not given not tested not tested not tested not tested in vivo test in mice, 1846499
region TK functional assay
deletin | deletion | . .
(323 aa) (969 nt) on-conserve ACV FOS 0 not tested not tested 0 not tested plaque reduction assay 12367650
region >887.5 M <660.0 yM
aa 121 nt363
plaque reduction assay,
non-conserved DNA hybridizaton assay, 9607707
T131P A391 Acv - ECy62.6 M
3 391C oo c Cs06264M | nottested | nottested | nottested | nottested e uptae oo e
cell growth assay
non-conserved | ACV, BVDU, plaque reduction assay including
Y133F A398T F E M| E 2uM | EC5320 M | EC75.9uM | ECy 159 uM 21178503
3 3% region PCV, COV os O >35.5 4M | ECs0 >35.2 M | ECx0 320 WM | ECso 75.9 1M | ECe0 15.9 4 formazan test




G409T/

non-conserved

otaTsiop | it onon AV FOS  |ECs>50.0iM| nottested | nottested |ECs<66.0uM| nottested plaque reduction assay 20733037
» ;
L158P Tazac | "omeonserved ACV - not given not tested not tested not tested not tested plague reduction assay, 12771406
region TK functional assay
Jeoside-bindi
RIT7W cs2oT | ™ e"s;i; inding ACV FOS EC5652uM | nottested nottested | ECs198.0uM |  not tested plaque reduction assay 8232486
. plaque reduction assay,
non-conserve
$182D A544G ° :: ;: © ACV - not given not tested not tested not tested not tested in vivo test in mice, 1846499
9 TK functional assay
. plaque reduction assay,
non-conserve
S182R G545A ° :: ;: © ACV - not given not tested not tested not tested not tested in vivo test in mice, 1846499
9 TK functional assay
. plaque reduction assay,
non-conserve
S182N Gs45C P AV - ECw57.74M | nottested | nottested | nottested | nottested in vivo test in mice, 8392322
9 TK functional assay
non-conserved plaque reduction assay, 20733037
M1831 49A ACV, F( - E M E( < M
83 | GsasAClU onon cv, Fos Cso3304M | nottested | nottested | ECs<66.0uM | nottested T unetona! meaay ot200
deletion (C) | non-conserved
Migsstop | T ronon AV FOS  |ECs>50.0iM| nottested | nottested | ECy89.0uM | nottested plaque reduction assay 24075863
deletion (C) | non-conserved | ACV, BVDU, EC
M1 * Fi DV E 297. M | Ef 114, M Ef 7 M Ef 7 M : 111 74
sastop | o) onon oy 08, Cl Co 2075 1M | EC 1148uM |t | ECi 700 o 6.7 4 plaque reduction assay 606
deletion (C) | non-conserved | ACV, BVDU, plaque reduction assay,
M1 * Fi DV 1 2 1 2.4 111 74
83s10P" | 470472 region Pcv 08, ¢l 30.0x ~6.2x ~138.0x 03 X TK functional assay 606
deletion (C) | non-conserved ECso plaque reduction assay,
M1 ACV, BVD - E 1 M 1329374
sastop | oo onon Vv, BVDU Co1000uM | 0 | rottested | nottested | nottested T funetons! meaay 3203
deletion (G . d EC
M183stop :l 23";?4(39’ non ::;Z:"'e ACV FOS EC0887.5uM | not tested not tested <660_;“uM not tested plaque reduction assay 14670581
deletion (T) | non-conserved | ACV, BVDU, plaque reduction assay,
M183stop* oV 12 1 1" 7 11160674
83s10P" | 416419 region PCV, FOS c 500.0x 212 81.0x 0x 07 TK functional assay 606
deletion (T) | non-conserved | ACV, BVDU, plaque reduction assay,
M1 * Fi DV 1 >6.2 >1 2.4 11 74
e region Pcv 08, ¢l 30.0x 6.2x 33.0¢ 0:3x X TK functional assay 606
insertion "
non-conserve
Tigastop | (GG) P AV FOS  |ECs>50.0iM| nottested | nottested |ECs<66.0uM| nottested plaque reduction assay 20733037
nt 433-439 9
non-conserved TK functional assay,
G201D | G602A AV Fos nottested | nottested | nottested | nottested | nottested ) . 12771406
region in vivo test in mice
R217H G649A | conserved region AV Fos EC:4224M | nottested | nottested | ECs81.24M | nottested plaque reduction assay 9094663
R221C ABSST | conserved region AV Fos EC:20.04M | nottested | nottested | ECsB6.64M | nottested plaque reduction assay 24075863
ACV, BVDU, modified dye uptake assay including
R221H A F E M| E 2uM | ECi32.0uM | EC475.9uM | ECs15.9 M 2117
6580 | conserved region | L0050 0s Cs0>35.5 1M | ECso >35.2 M | EC4932.0 iM | ECso 75.9 M | ECso 15.9 e 8503
Q222stop | C664T | conserved region AV FOS  |ECs>50.0iM| nottested | nottested |ECs<66.0uM| nottested plaque reduction assay 20733037
! duct ]
R223H G669A | conserved region ACV - ECs7.1uM |  not tested not tested not tested not tested plaque reduction assay, 2829709
TK functional assay
deletion
(CTCCGBA | - conserved
R223stop | GCCCGC P AV - EC:4224M | nottested | nottested | nottested | nottested plaque reduction assay 9094663
GGGG) 9
nt 111127
(T) - ACV, BVD ;
D220stop+ | MeCron (T) | non-conserved | ACV,BVDU, | oq o 500.0x >1.2x >133.0¢ 0.3x 0.4x plaque reduction assay, 11160674
nt 366 region Pcv TK functional assay
deletion (C) | non-conserved | ACV, BVDU, plaque reduction assay,
D229stop* FOS, CDV >200.0 20 >133.0 05 16 11160674
SIOP™ | 1t 551-556 region PCV x x x X x TK functional assay




- EC,
D229stop ':esr;':"s(;;’ non ::;Z:"'Ed ACV - EC0887.6uM | not tested not tested <660_;“uM not tested plaque reduction assay 14670581
- EC,
D229stop ':esr;:;gco’ non ::;Z:"'Ed ACV FOS ECo4438uM |  not tested not tested <660_;“uM not tested plaque reduction assay 14670581
deletion (G) | non-conserved
D229stop AV Fos EC:43.14M | nottested | nottested | ECs 149.5uM | nottested plaque reduction assay 24075863
nt 433-439 region
plaque reduction assay, 14670581
insertion (G) |  non-conserved ECo DNA hybridization assay, 9607707
D22 ACV Fo Ef 44! M
950 |\ 433439 region ¢ 08 Coo 4438 1 not tested not tested <660.0 M not tested dye uptake assay, 9004663
cell growth assay 11238837
D229stop | Moertion () non-conserved ACV FOS EC543.1pM | nottested nottested | ECs149.5uM |  not tested plaque reduction assay 24075863
nt 440-442 region
- » EC
D229stop .::r::;;) non ::;Z:Neu ACV FOS EC0887.6uM | not tested not tested <660_;“uM not tested plaque reduction assay 14670581
» EC,
Y23ostop | Tr2oaic | "omeonserved ACV FOS EC0887.6uM | not tested not tested 0 not tested plaque reduction assay 14670581
region <660.0 uM
. ‘ )
D259 | inserton ()| non-conserved | AGV,BVDU, | Lo (o +200.0x 150 133,08 08x 10x plaque reduction assay, 160674
frameshift* | nt774-775 region PCV TK functional assay
deletion non-conserved EC.
R262stop | (CCCC) on-conserve ACV FOS EC0887.6uM | not tested not tested 0 not tested plaque reduction assay 14670581
region <660.0 uM
nt 551-556
deletion (C) | non-conserved
L263stop AV FOS  |ECs>50.0iM| nottested | nottested | ECi66.0uM | nottested plaque reduction assay 24075863
Nt 551-555 region
deletion (C) | non-conserved | ACV, PCV, modified dye uptake assay including
L2¢ Fo Ef M E 2.0 pM | E¢ 78.2 M E 4.8 pM 22155911
63510P | 586.500 region cov 08 Cs0>355 1 nottested | ECs >320 M | ECso 782 4 Co 484 formazan test
deletion non-conserved
L263stop | (CCTG) ° :: ;: © ACV FOS ECs0>50.0uM |  not tested nottested | ECy66.0pM | not tested plaque reduction assay 24075863
nt 651-654 9
deletion (G) | non-conserved plaque reduction assay, 24075863
L2¢ ACV Fi E( M Ef M
sastop | o onon c 0s Cs>50.0 M| nottested | nottested | ECs66.0uM | nottested ot rowt vy anaea
144 1 d tak y
R271V CB14G/ | non-conserved ACV - ECs89.3)M | not tested not tested not tested not tested ye uptake assay, 9697707
G815T region DNA hybridization assay
» d take y
P2728 ca14T non-conserved ACV - EC5893uM | nottested not tested not tested not tested Ve uptake assay, 9697707
region DNA hybridization assay
20A - d tak y
porar | GB2OWC/ | non-conserved ACV - EC5893uM | nottested not tested not tested not tested Ve uptake assay, 9697707
c821G6 region DNA hybridization assay
I ducti '
T288M C863T | conserved region ACV - EC5198.0uM |  not tested not tested not tested not tested plaque reduction assay, 9697707
dye uptake assay
T288 deletion (AC) ACV, BVDU, plague reduction assay,
Fo DV 2 1 1 1 11160674
frameshift® | ntse2-g63 | COmServed region Pcv 08, ¢l >200.0x 5 ~138.0x 08 0x TK functional assay
. | i
1308 | inserton (A) | non-conserved | ACV. BVDU. | oo 00c s6x 13300 0ox . plaque reduction assay, 1160674
frameshift* nt 922 region PCV TK functional assay
) § ‘ )
Va3 | insertion (C) | non-conserved | AGV,BVDU, | Lo (o +200.0x ox 133,08 o 150 plaque reduction assay, 160674
frameshift* [nt 1000-1002 region PCV TK functional assay
plaque reduction assay,
- 9607707
casry | Groora | nomeenserved ACV - ECy396 M | not tested not tested not tested not tested DNA hybridization assay, 9004663
region dye uptake assay
deletion
(A A -
Madgstop | ACCCCGA | non-conserved ACV - not tested not tested not tested not tested not tested not tested 24075863
GGACGG) region
nt 821-833
I 1~ EC,
M348stop 'ﬁ :3;?8(1(:2) non ::;::Neu ACV FOS EC0887.6uM | not tested not tested <660_;“uM not tested plaque reduction assay 14670581
Magstop | 9e18t0n (©) | - non-conserved ACV Fos ECq 1316 uM | ot tested nottested | ECs 1483 M | ot tested plague reduction assay, 17854045
P | hts16-819 region 0 H 0 H TK functional assay




deletion
ceceeee - d
Madsstop | ¢ non-conserve ACV - not tested not tested not tested not tested not tested not tested 24075863
ACCCCO) region
nt 814-826
deletion (G) | non-conserved
massstop | “O0 S onon AV Fos EC:16.0 1M | nottested | nottested |ECs<66.0uM | nottested plaque reduction assay 20733037
plaque reduction assay,
deletion (T) | non-conserved | ACV, BVDU, 11160674
M348t FOS,CDV | ECs 1144 uM | EC480.1 iM | ECs;252.0 M | ECs80.9 uM | ECs 10.7 uM test )
P |t o23.027 region PCV 0 H 50 801K 0 H 50 809 H 50 1070 in vivo testin mice 10762577
TK functional assay
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