Supplemental Information for:

Parallel Multiplicative Target Screening Against Diverse
Bacterial Replicases: ldentification of Specific Inhibitors
with Broad Spectrum Potential

H. Garry Dallmann, Oliver J. Fackelmayer, Guy Tomer, Joe Chen, Anna Wiktor-Becker, Tracey Ferrara,

Casey Pope, Marcos Oliveira, Peter M. J. Burgers, Laurie S. Kaguni and Charles S. McHenry*



DNA Synthesis -m- RNA Synthesis-€- Protein Synthesis-@-

100 120 100:
100 |
&0 , P — : *
& .
40 0 “ 40
“ T~
2 L]
04 0 04
00 05 10 15 20 25 30 000 001 002 003 004 005 006 0.0 02 04 06 08 10

Novobiocin (ug/mL) Rifampicin (ug/mL) Tetracycline (ug/mL)

00 05 10 15 20 0 2 4 [ [ 0 5 10 15 20 25 30 35
HB-EMAU (ug/mL) Compound 153 (ug/mL) Compound 161 (ug/mL)

f‘— —

Precursor Incorporation (% of Control)
&

0 10 20 30 40 50 60 70 0 2 4 6 B 10 12 14 16 0 2 4 6 B 10 12 14 16
Compound 285 (ug/mL) Compound 4 (ug/mL) Compound 72 (ug/mL)

100!

1004
80 :i\l i
60 r I b
10 40
20 20 \’\.
% & i w0 200 250 4 [ 12 % 4 8 2 16
Novobiocin (ug/mL) Rifampicin (ug/mL) Tetracycline (ug/mL)

Precursor Incorporation (% of Control)

\-\- 40

0 10 20 30 40 50 €0 7000 20 40 60 80 100 120 140
Compound 309 (ng/mL) Compound 345 (ng/mL)

Figure S1. Compounds that Selectively Inhibit B. subtilis or E. coli Macromolecular Synthesis. MMS assays were
performed as described in Supplemental Methods. Test compounds were titrated in duplicate 2-fold serial
dilutions starting at 4-times the compound MIC against the particular test organism. Compounds were scored
as cellular inhibitors of DNA replication when at least one dilution predominantly inhibited the incorporation of
[methyl->H] thydmidine than the other macromolecule precursors. Results were confirmed in replicate
experiments. A. Controls and test compounds inhibiting DNA replication in B. subtilis. B. Controls and test
compounds inhibiting DNA replication in E. coli.



Table S1. Inhibitors of Bacterial DNA Replicases. The table shows biochemical and microbiological potency
data for the 394 compounds identified in the bacterial replicase screens plus the known B. subtilis PolC
inhibitor HB-EMAU (compound #13). All molecules referred to in the text are highlighted in light green. 1Cs
values for all bacterial replicase assays (Ec, E. coli replicase; Bs, B. subtilis replicase) and all specificity assays
(DNA binding, IDD assay; T7, T7 DNA polymerase; T4,T4 DNA polymerase; Pol 8, S. cerevisiae DNA Pol §;
Pol y, human mitochondrial DNA Polymerase; Apy, Apyrase ATPase; RNA Pol, E. coli RNA polymerase core;
B-Gal, B-galactosidase) are shown. The column entitled “Enzyme Specificity” indicates the relative enzymatic
specificities of all compounds tested (Bact HE represents compounds specific for either bacterial replicase
within the criteria described in Results). The column entitled “Replicase Specificity” indicates whether
compounds specific for the bacterial replicases are organism specific (E. coli or B. subtilis) or broad spectrum.
All bacterial replicase assays were conducted as described in Experimental Procedures. All specificity assays
were conducted as described in Supplemental Methods. 1Csy values containing a “>” sign indicate that the
compound did not inhibit the assay by more than 50% at the highest compound concentration tested. Likewise,
MIC values of >512 indicate no visible growth inhibition at the highest compound concentration tested. Blank
entries in the E. coli and B. subtilis MIC tables indicate that the compound was not tested in these assays. The
column entitled “MMS Assay Specificity” indicates whether compounds were tested in the MMS assays
described in Supplemental Methods and whether they scored as specific inhibitors of cellular DNA replication
in one of the test organisms (E. coli or B. subtilis) or were non-specific. All abbreviations are the same used in

Table 1 of the main paper.



DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (ng/mL
Com (uM) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S scmcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
Ty . . . . . . . > > > act . coli
1 e@s 0.8 6.0 245 80 4.1 41 26.2 300 > 300 300 Bact HE E. coli
0 ®
2 % o (I on 0.8 0.8 63.9 256  19.6 5.6 35.7 173 711 > 300 Bact HE Broad >512 >512
3 %@r 25.0 4.6 208 501 305 > 300 400 >300 453 147 Bact HE B. subtilis
Q
Oxy
4 k 9.4 24.6 146 50.0 705 90.0 792  >300 150 > 300 Bact HE Broad >512 64 DNA
Replication
i ‘ o cH,
5 I 2.4 30.8 119 435 103 134 112 >300 >300 > 300 Bact HE E. coli >512 >512
Q
6 kg/%ﬁ 20.1 454 > 300 230 > 300 111 155  >300 >300 > 300 Bact HE Broad 512 512
7 s 12.3 61.7 183 100 144 69.9 235  >300 >300 >300 Bact HE E. coli >512 >512
8 ™A 13 3.2 205 9.1 45.8 8.9 243 300 >300 > 300 Bact HE Broad >512 >512
9 4% 1.7 4.6 466 103  58.3 14.0 263 300  50.0 > 300 Bact HE Broad >512 >512
o on . 5w
10 e % . 10.8 25.8 116 828  90.7 300  >300 160 120 > 300 Bact HE E. coli >512 >512
11 @/?Q\(w - 112 >300 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE E. coli >512 >512
. LT
12 C(H e > 300 09 >300 >300 > 300 150  >300  >300 >300 > 300 Bact HE B. subtilis >512 >512
[e]
13 HOV\AN)EL > 300 010 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE B. subtilis >512 1 DNA
D)\N N Replication
H H




DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (ug/mL
Com (M) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S scmcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
14 ,@ 116 24 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE B. subtilis 512 8 Nonspecific
15 e > 300 40  >300 >300 > 300 300 >300 >300 140 > 300 Bact HE B. subtilis 5512 >512
Oy .
16 Vm o~ 121 43 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE Broad >512 >512
17 ‘)\jj\jr > 300 46 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE B. subtilis >512 >512
18 Ayl m*; > 300 82 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE B. subtilis 512 256 Nonspecific
19 J\AVAQVQ > 300 87 >300 >300 >300 300 >300 >300 >300 > 300 Bact HE B. subtilis
AR e
20 joBat 223 8.7 275 >300 > 300 95.8 300 >300 >300 > 300 Bact HE Broad >512 >512
T .
21 IO > 300 88  >300 >300 > 300 300 >300 >300 >300 > 300 Bact HE B. subtilis >512 >512
<
22 (3 @ 25.6 103 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE Broad 512 >512
23 i 2258 110 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE Broad
24 1, > 300 143 >300 >300 >300 >300 > 300 300 >300 > 300 Bact HE B. subtilis >512 >512
O
Q 4 /N e
25 & -O~10 > 300 153 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE B. subtilis >512 >512
26 F;O\/LY > 300 205 >300 >300 >300 >300 >300 >300 >300 > 300 Bact HE B. subtilis >512 >512




DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (LM) (rg/mL)
. P STRUCTURE e 5 o IMS
E.c B.s Bi‘i’:ﬁ] T7 T4 Pols  Poly  Apy Fli';llA B -Gal SESEI);:EE SRes(l:li(f:i?:?te ATCC ATCC Assay
g P y P y 25922 6633 Specificity
HD]ADQ
27 oy > 300 212 >300 >300 >300 >300 >300 >300 >300 >300 Bact HE B. subtilis
I e e 59.9 223 >300 >300 >300 >300 >300 >300 >300 >300 Bact HE Broad >512 >512
o O cH
29 wedb TS BN 25.2 25.2 175 >300 > 300 147 >300 >300 >300 > 300 Bact HE Broad >512 >512
30 &L > 300 289 >300 >300 >300 >300 >300 >300 >300 >300 Bact HE B. subtilis >512 >512
31 CQE; 18.8 300 >300 >300 >300 >300 >300 >300 >300 >300 Bact HE Broad >512 >512
ot
32 o E) 71.9 303 >300 >300 > 300 300 >300 >300 >300 > 300 Bact HE B. subtilis 512 >512
33 @f\zxﬁgi 260 350 >300 >300 > 300 180 >300 >300 >300 > 300 Bact HE B. subtilis >512 >512
34 fon 15.0 397 223 >300 >300 >300 >300 >300 >300 >300 Bact HE Broad 512 >512
G
35 oy > 300 400 >300 >300 >300 >300 >300 >300 >300 >300 Bact HE B. subtilis >512 >512
s
36 O . 76.7 430 >300 >300 > 300 300 >300 >300 >300 > 300 Bact HE Broad
L
37 /O;j/ o > 300 452 >300 >300 > 300 303 >300 300 >300 > 300 Bact HE B. subtilis >512 >512
38 4 O 36.1 488 >300 >300 > 300 300 >300 >300 >300 > 300 Bact HE Broad >512 >512
39 B @i@ 2.7 629 >300 >300 >300 >300 >300 >300 >300 >300 Bact HE E. coli 512 >512




DNA Pol Il Antimicrobial Activit
Holoenzyme IC50 Specificity Assay IC50 (M) Biochemical Specificity y
(M) MIC (pg/mL)
Comp STRUCTURE
# DNA RNA Enzyme Replicase E.c B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S scmcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
&F

40 AP 26.5 90.0 > 300 > 300 > 300 > 300 > 300 >300 > 300 > 300 Bact HE E. coli 512 >512

S ety LU
41 7Qﬂw 0 5 21.4 133 > 300 > 300 > 300 > 300 > 300 >300 > 300 > 300 Bact HE E. coli >512 >512
42 S%uf\/@\@g 36.2 137 > 300 > 300 > 300 > 300 > 300 > 300 > 300 > 300 Bact HE E. coli >512 >512
43 N _ 9.2 159 > 300 > 300 > 300 50.0 > 300 >300 > 300 > 300 Bact HE E. coli >512 >512
44 o =y ° 45.3 180 > 300 > 300 > 300 296 > 300 >300 > 300 > 300 Bact HE E. coli 512 >512

Q_.

S

45 L 13.4 192 300 > 300 > 300 > 300 > 300 > 300 > 300 > 300 Bact HE E. coli >512 >512
L SN Yo
46 T ° N N 11.0 > 300 > 300 > 300 > 300 > 300 > 300 >300 > 300 > 300 Bact HE E. coli >512 >512
DTN~ ©

b
47 N N»jv; 52.9 300 > 300 > 300 > 300 > 300 > 300 >300 > 300 > 300 Bact HE E. coli 512 128 Nonspecific
48 &Hﬂ%\ - 60.6 > 300 386 > 300 > 300 > 300 > 300 >300 > 300 > 300 Bact HE E. coli >512 >512
49 QW\V*\ 74.6 > 300 > 300 > 300 > 300 > 300 > 300 >300 > 300 > 300 Bact HE E. coli >512 >512
50 HN/Q\)\:;%W 38.6 > 600 > 600 > 300 > 300 > 300 > 300 >300 > 300 > 300 Bact HE E. coli 512 512
51 ig HD]) ° 28.6 22.3 > 300 250 > 300 300 > 300 250 > 300 > 300 Bact HE Broad >512 >512

C@p\ oo

52 ° L 81.9 37.0 312 250 > 300 > 300 > 300 > 300 > 300 > 300 Bact HE Broad



DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (uM) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S scmcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
e 3
53 “@3] 54.0 75  >300 169 >300 >300 > 300 300 >300 > 300 Bact HE B. subtilis 256 32 Nonspecific
54 I ib > 300 324  >300 159 >300 >300 >300 >300 >300 > 300 Bact HE B. subtilis 512 >512
®
55 42: *“@ 212 187 2123 150 >300 >300 >300 >300 >300 > 300 Bact HE B. subtilis >512 >512
56 oL 5.6 86.0 > 300 110 >300 >300 >300 >300 >300 > 300 Bact HE E. coli >512 >512
57 = 103 86  >300 836 >300 >300 >300 >300 151 > 300 Bact HE B. subtilis >512 >512
b%w
58 e, 54.2 103 > 300 804 >300 >300 >300 >300 200 > 300 Bact HE B. subtilis 64 16 Nonspecific
A
59 LI 31.2 111 > 300 794 >300 >300 >300 >300 >300 80 Bact HE Broad 256 >512 Nonspecific
60 ) 303 71 >300 778 >300 >300 > 300 133 >300 > 300 Bact HE Broad 256 64 Nonspecific
61 DM v, 462 94 >300 681 127 >300 >300 >300 >300 > 300 Bact HE Broad >512 >512
62 &Q{ jo > 300 168 > 300 655 >300 >300 >300 >300 >300 >300 Bact HE B. subtilis >512 32 Nonspecific
63 \©\)\§>§< e > 300 35  >300 387 >300 >300 >300 >300 >300 >300 Bact HE B. subtilis >512 >512
H,C—/ | N/)\N/kNH
64 be wfﬂ : 16.7 65  >300 356 > 300 300  >300 517 >300 > 300 Bact HE Broad 512 >512
65 6.0 3.0 330 318 572 366 > 300 300 >300 > 300 Bact HE Broad >512 >512




DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (LM) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S scmcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
66 Ij 54.1 5.7 215 30.7 240 123 300 > 300 245 > 300 Bact HE B. subtilis 8 16 Nonspecific
67 kdéz > 300 1.3 > 300 280 >300 >300 > 300 >300 >300 > 300 Bact HE B. subtilis >512 >512
HC I N/)\N/KNH
68 Cfx fj:j >300 <1.0 >300 189 >300 > 300 > 300 >300 >300 > 300 Bact HE B. subtilis >512 >512
69 @; P D:«-g 0.9 0.9 55.4 11.3 14.6 45 > 300 8.1 129 > 300 Bact HE Broad >512 >512
70 ﬁ;fi fj@ 1.3 32  >300 102 >300 > 300 > 300 >300 >300 > 300 Bact HE Broad >512 8 Nonspecific
71 Jifx* 20.5 11 > 300 59  >300 7.7 > 300 >300 >300 > 300 Bact HE B. subtilis >512 8 Nonspecific
72 oS 36.2 28.9 504 197 > 300 266 400 >600 >300 > 600 Bact HE Broad 512 64 DNA
s v W Replication
SO
73 ;sI‘ o 81.3 417 > 600 300 >300 > 300 > 600 >300 >300 > 600 Bact HE Broad
[ >
@%S NS,
74 as 28.9 6.7  >600 198 > 600 600 > 600 253  >600 > 600 Bact HE Broad
75 ey ass 17.9 83.7 134 159 133 600 > 600 126 >300 > 600 Bact HE E. coli
siN\ ° Apyrase + Pol §
76 25.9 28.0 138 300 > 300 103 > 300 4.1 118 > 300 + RNA Pol >512 32 Nonspecific
wd Active
e Apyrase + T7 +
77 S*{@ 24.2 71.6 300 30.2 49.2 68.7 > 300 204 >300 > 300 Pol § + T4
° Active
@i Apyrase + Pol§
78 0 6.7 11.1 > 300 34.8 21.4 17.9 > 300 10.7 >300 > 300 >512 >512

+ T4 Active




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (ng/mL
Com (LM) (rg/mL)
. P STRUCTURE e 5 o IMS
E.c B.s Bi‘i’:ﬁ] T7 T4 Pols  Poly  Apy F;,';llA B -Gal SE’;;);EE SRet’a)(l:li(f:i?:?te ATCC ATCC Assay
g P y P y 25922 6633 Specificity
O
79 i\\ 44.0 15.2 237 80.5 > 300 21.8 100 70 >300 >a300 APyrase+Pold
Active
D\/\N\/\/\CH
80 ? 166 354 > 300 300 > 300 786 > 300 32 >300 >a300 APyrase+Pold
P o e CH Active
R ) Apyrase + T4 +
81 M § 284  >300 >300 200 67.1 >300  >300 170 400 >300 00 A chive
a Q Apyrase + T7 +
82 OO, 45.0 15.8 76.7 341 689 42.3 158 203 119 > 300 Pol 5 + T4 >512 128 Nonspecific
; Active
AL b Apyrase + T7 +
83 en m5© 42.1 37.6 > 300 57.0  94.8 53.8 > 300 350 >300 > 300 Pol 5+ T4
© Active
PN Apyrase + T7 +
84 w e 71.8 281 > 300 387  94.0 66.8 > 300 16,5 >300 > 300 Pol 5+ T4 >512 >512
Active
04,0 . Apyrase + T7 +
85 @ Q“ﬁ 250 60.0 > 300 353  90.0 149 > 300 80.0 >300 > 300 Pol 5+ T4
TN Active
. o CH, Apyrase + T7 +
86 (T/‘Q(@«\@F 52.9 271 > 300 321 513 450  >300 112 >300 > 300 Pol 5+ T4
oo Active
Apyrase + T7 +
87 Q:(j\@ 50.0 35.0 271 262 288 56.5 > 300 246 >300 > 300 Pol 5+ T4 >512 >512
te Active
or m Apyrase + T7 +
88 (Fr - 166 215 > 300 256  64.2 454  >300 463 >300 > 300 Pol 5+ T4 >512 >512
con, Active
89 MQ 5.0 2.4 250 8.2 95 110 37.4 12 >300 >300 Apyrase+Tr+
o, = T4 Active
90 B 231 31.0 >300 388 134 >300 > 300 27 >300 >300 Apyrase+Tr+ >512 >512
° a T4 Active
Sy <
91 N ey 29.0 75  >300 200 251 >300  >300 3.4 721 >300 Apyrase+T7+ >512 >512

cl

T4 Active




DNA Pol 11l o . L
Holoenzyme IC50 Antimicrobial Activity

Specificity Assay IC50 (M) Biochemical Specificity

MIC (pg/mL
Com (LM) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
92 o Y 300 123 > 300 114 614 300 > 300 69 >300 >300 Apyrase+Tr+
0 10 . . . : T4 Active
e s @ Apyrase + T7 +
93 Qam 90.4 581 > 300 7.5 390 >300 > 300 180 >300 > 300 2 Aetive
94 % > 300 238 > 300 7.4 281 >300  >300 120 183 >300 Apyrase+T7+ >512 >512
L, T4 Active
95 SN, C-en. 18.3 265 > 600 503 742 600 > 600 682 >600 >600 APyrasetTr+
Gy T4 Active
9% Qf“@ 48.4 226 >300 >300 >300 >300 > 300 169 >300 >300  Apyrase Active >512 >512
> oo .
97 T AL 19.9 63.1 197  >300 > 300 257 > 300 49.7 >300 >300  Apyrase Active
98 QL@ 170 712 >300 >300 >300 >300 > 300 714 >300 >300 Apyrase Active
99 O, 74.9 76.3 189 >300 >300 >300 > 300 80 >300 >300 Apyrase Active
100 Ve sl s 22.7 188 >300 >300 >300 >300 > 300 08 >300 >300 Apyrase Active
LS4 ne )
101 SN 100 193 >300 >300 >300 >300  >300 25 >300 >300 Apyrase Active
102 Jeg ool > 300 238 >300 >300 >300 >300 > 300 17 >300 >300 Apyrase Active >512 >512
103 oL > 300 29.4 > 300 > 300 215 > 300 > 300 22,6 >300 > 300 Apyrase Active >512 2 Nonspecific
T
104 W 109 295 >300 >300 >300 >300 > 300 912 >300 >300  Apyrase Active >512 >512



DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (LM) (ng/mL)
. P STRUCTURE e 5 o IMS
E.c B.s Bi‘i’;‘ﬁ] 7 T4 Pols  Poly  Apy F;,';llA B -Gal SE’;;);EE SRet’a)(l:li(f:i?:?te ATCC ATCC Assay
g P y P y 25922 6633 Specificity
ar
105 : o 131 50.4 >300 >300 >300 >300 >300 217 >300 >300 Apyrase Active
O~
D e
106 @m *@i "o 5300 132 > 300 134 >300 >300 > 300 0.8 >300 >300 Apyrase Active
N N@ o
107 5.5 75 > 300 70.8 > 300 > 300 > 300 41 >300 > 300 Apyrase Active
108 g ) 176 >600 >600 >600 >600 >600 > 600 338 >600 >600 Apyrase Active 512 512
109 e = 56.9 127  >600 > 600 300 600 > 600 158 >600 >600  Apyrase Active
[ Beta-Gal +
110 i ijﬂ 53.7 206 >300 > 300 285 300  >300 100 101 785  Apyrase + RNA
Pol Active
©i‘> Beta-Gal + T7 +
111 66.6 309 > 300 515 409 300 > 300 15 78.7 250 Apyrase + T4 +
RNA Pol Active
112 wo Ty 151 68.7 > 300 988 >300 >300 > 300 106 > 300 75 ~ BeGal+T7+ >512 >512
o " o, Apyrase Active
113 q 57.9 723 > 300 101 >300 >300 > 300 100 > 300 251 BeGal+T7+
‘O g Apyrase Active
HDJMQ :
114 S, 35.9 300 > 300 550 142 504 >300 >300 >300 >300 | /tPol&+T4
RN Active
A Beta-Gal + T7 +
115 - 28.0 50.1 301 123 84.4 448 >300  >300 > 300 130 Pol 5 + T4
" Active
Beta-Gal + T7 +
116 138 300 > 300 235 133 588 >300 >300 200 120 Pol 5 + T4
Active
117 - 21.6 842 > 300 66.9  70.7 213 172 >300 > 300 13g ~BetaGal+T7+

T4 Active




DNA Pol I Antimicrobial Activit
Holoenzyme IC50 Specificity Assay IC50 (M) Biochemical Specificity y
(M) MIC (pg/mL)
Comp STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
118 @ > 300 246 > 300 7.1 623 >300 >300 >300 > 300 30 BeGal+T7+
Ho - on T4 Active
119 ﬁfk g 54.9 142 > 600 140 > 600 513 >600 >600 > 600 124 B‘lfg‘l'iii:;? >512 >512
o Beta-Gal +T7
Q
120 ”_>_\ . 25 10.2 126 6.9 > 300 135 76.8 300 > 300 441 ool Active
121 Qe 6.1 4.7 747 0.9 >300 119 80.0 119 > 300 5.2 Beta-Gal +T7
NN 5 Pol Active
&
122 iﬁf e 8.5 246 > 300 150 > 300 100  >300 >300 > 300 39.4 B‘;tgl'iii:? 128 32 Nonspecific
123 o O 560 406 >600 354 >600 >600 >600 >600 >600 115  DowGal+Tr >512 >512
Ny, Pol Active
124 _ ‘SICS 141 132 > 300 388 677 21.2 153 147 907 100 C°ms’;'z§f'i{ non- >512 >512
a L 3a Completely non-
125 O/J 63.3 26.8 > 300 273 149 113 280 196 423 > 300  acfic >512 >512
QL
126 A 99.1 207 > 300 47.7 200 222 >300 814 > 300 150 ~ Completely non-
H\N_/;LNH specific
|
127 wee gl <05 5.3 9.2 2.7 185 2.6 222 973 106 > 300 Cm;’;lztc?flii non- >512 >512
128 Q;,g/: 0.2 122 165 37 752 125 108 743 144 >300  COmPletely non- >512 >512
Wl ) specific
AL, .
129 *\% 18.8 115 84.2 180 124 8.3 56.9 230 654 > 300 C”‘;’;Ztc?ﬁi non- >512 >512
130 O&”& 154 51.8 > 300 168 135 711 1298 108 250 > 300 Coiﬂz:;ii non- >512 >512



DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (ng/mL
com (M) (pg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S scmcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
e o, DNA + Beta-Gal
131 40.0 59.8 201 420 > 300 71.3 270 >300 > 300 160 +T7 +Pol &
HO Active
P DNA + Beta-Gal
132 . s 15.6 23.8 752 161 > 300 387 >300 >300 >300 217 +T7+Pols
H—ci H2~/<S\ Active
e DNA + Beta-Gal
133 O I O 8.2 22.3 195 142 994 12.0 > 300 198 945 158  +T7+Pols
Z = Active
134 o< AP 75 55.5 89.9 6.4 4.4 57.7 21.8 338 300 829 CO”;‘;'EL‘X non-
135 Neos: *: 56.5 317 > 600 186 >600 >600 >600  >600 > 600 943  Beta-Gal Active >512 >512
o A DNA +T7 +
136 6 9.7 187 565 56  >300 15.0 38.6 150 >300 >300 Apyrase + Pold
He e + Pol y Active
A, " DNA +T7 +
137 @f@ 83.0 113 272 549 522 128 > 600 117 170 440  Apyrase + Pol§ 8 4 Nonspecific
K@\m + Pol y Active
Nopn DNA+T7 +
138 & 16 7.4 144 6.6 24.7 4.9 61.9 2.2 228 >300 Apyrase + Pold >512 >512
N Active
o 2o DNA +T7 +
139 5.8 39.0 556 121 32.0 17.4 81.9 250 116 >300 Apyrase + Pols
o e Active
L
140 w5 35.6 62.1 139 90.2 >300 >300 > 300 702 >300 > 300 DNA +T7 +
i s Apyrase Active
141 e 13 18.2 113 <05 200 > 300 20.4 180 693 >300 DNA*+T7Pol
% e Active
o N DNA + T7 Pol
142 oy IQ 33.2 11.4 308 197 641 >300 >300 >300 150 > 300 4
> 3 Active
143 (0 2.7 260 >300 >300 > 300 300 >300 >300 >300 > 300 Bact HE E. coli 128 >512 Nonspecific
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STRUCTURE

DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (ng/mL
(uM) (ng/mL)
. E.c. B.s. MMS
E.c B.s Bi‘i’:ﬁ] T7 T4 Pols  Poly  Apy Fli';llA B -Gal SESEI);:EE SRes(l:li(f:i?:?te ATCC ATCC Assay
g P y P y 25922 6633 Specificity
66.0 762 >300 >300 202 174  >300 >300 202 > 300 P‘;'\fti:’lg“ >512 512
500 > 300 498 >300 > 300 211 >300 >300 >300 > 300 Pol 5 Active
37.8 60.1 > 300 300 300 113 300 >300 250 > 300 Pol 5 Active
11 3.9 639 75 21.4 3.0 64.9 117 100 > 300 Pol 5 Active
3.0 4.2 267 554  69.6 9.2 853 >300 538 217 Pol § Active
43.8 19.2 148 135 172 315 147 161 >300 > 300 Pol 5 Active >512 128 Nonspecific
112 139 273 109 134 52.8 200 >300 >300 > 300 Pol § Active 256 16 Nonspecific
4.6 36 >300 >300 > 300 83  >300 >300 >300 > 300 Pol 8 Active >512 >512
12.4 105 >300 >300 > 300 250 >300 >300 >300 > 300 Pol & Active
. DNA
98.7 24.7 266 >300 > 300 781 >300 >300 >300 > 300 Pol § Active 512 128 NA
Replication
38.1 334 >300 >300 >300 381 >300 >300 >300 > 300 Pol § Active >512 >512
35.8 284 > 300 200 > 300 69.2 >300 >300 >300 > 300 Pol 5 Active
128 24.5 238 130 > 300 353 > 300 200 >300 > 300 Pol § Active >512 >512




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (ng/mL
Com (uM) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S scmcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
157 th% 63.0 131 > 300 100 > 300 119  >300  >300 >300 > 300 Pol 5 Active >512 >512
158 wjgiﬁw 240 65.0 >300 >300 > 300 206 >300 >300 300 > 300 Pol 5 Active 512 512
159 L, 128 300 >300 >300 > 300 192 >300 >300 >300 > 300 Pol 5 Active 512 >512
160 o 3 168 595 >300 >300 > 300 300 >300 >300 80.0 >300 RNA Pol Active
3 DNA
161 o L5 61.8 383 > 300 258 360 >300 >300 >300 >300 > 300 T4 Active >512 128 NA
b Mo Replication
162 AT 20.4 340 > 300 200 28 >300 >300 >300 >300 > 300 T4 Active >512 >512
e
163 *&?B@ > 300 70 > 300 128 250 >300 >300 >300 >300 300 T4 Active >512 >512
164 i 15.4 34.9 257 100 684 119  >300  >300 >300 > 300 T4 Active >512 >512
\ //
165 Oi 50.0 >300 >300 >300 436 >300 >300 >300 >300 > 300 T4 Active
4o T7 + Apyrase +
166 LY 22.0 6.3 747 300 441 27.8 37.3 6.7 26.9 >300 Pol+RNA Pol >512 >512
“ Active
o T7 + Apyrase +
167 AR eg 154  >300 > 300 381 321 109 > 300 336 >300 > 300 Pol 5 + T4 >512 >512
o Active
168 e 132 40 > 300 6.3 155 7.4 157 <05 703 150 |/ *Apyrase+
Pol § Active
169 QQ 31.9 37.7 247 124  >300 754  >300 59 >300 >300 |/ ‘Apyrase+ >512 >512

Pol & Active




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

Pol y

MIC (ng/mL
Com (M) (ng/mL)
. P STRUCTURE e 5 o IMS
E.c B.s Bi‘i’:ﬁ] T7 T4 Pols  Poly  Apy F;,';llA B -Gal SES;);:EE SRet’a)(lzli(f:i?:?te ATCC ATCC Assay
g P y P y 25922 6633 Specificity
QM T7 + Apyrase +
170 ot 86.8 484 > 300 66.0 > 300 127 > 300 660 >300 > 300 .
Q/QA Pol & Active
171 Lo 24.1 184 > 300 50.0 > 300 154 > 300 13  >300 >300 |/ ‘TApyrase+
HQC/VM\A ’ . ’ : ' Pol § Active
172 Y 255 189 159 450 211 310 > 300 158 >300 >300 |/ TApyrase+
; S ' ' ' ' ) Pol & Active
O n_ M
173 I > 300 436 >300 37.6 > 300 750 > 300 750 >300 >300 |/ ‘Apyrase+
Pol § Active
[ LZ/ R
174 el 67.5 200 > 300 37.0 > 300 240  >300 110 >300 >300 |/ TApyrase+
b Pol § Active
175 QfQFN’ 9.8 8.2 916 289 5458 254 > 300 169 >300 >300 |/ TApyrase+ >512 >512
" p: ) ) ) ) ) ’ ) Pol & Active
) T7 + Apyrase +
176 > 300 55.6 > 300 289 300 155 > 300 25 >300 > 300 Dol & Active
sipo N cwCH T7 + Apyrase +
177 W{} A 2.7 11.0 > 300 278 273 370  >300 106 149 >300 Dol s e >512 5512
cw@/HD
178 1 150 489 > 300 17.6 > 300 148 > 300 148 >300 >300 |/ ‘tApyrase+
Pol § Active
179 i @ 7858 77 >300 94 >300 334  >300 250 >300 >300 |/ ‘fApyrase+
oﬁJNTNiN.Nv@ ’ ' ' ' ’ Pol § Active
J% T a T7 + Apyrase +
180 %%* Ve 7.0 19  >300 1.0  >300 79 >300 79 >300 > 300 Dol Actve
181 e 25.4 161 300 136 >300 > 300 26.5 12 >300 >300 'V /;’;f;ase *
182 Qg - 154 240 >300 90 >300 > 300 431 106 240 >300 ' TAPyrasex




DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (LM) (ng/mL)
. P STRUCTURE e 5 o IMS
DNA RNA Enzyme Replicase g g
E.c B.s Bindin T7 T4 Pol 8 Pol y Apy Pol B -Gal Specificit Specificit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
NE
183 O % 250 194 > 300 116 > 300 162 515 345 >300 >300 'V ﬁ’;?’;ase * >512 5512
184 \ . 97.1 120 > 300 57.7 125 >300 > 300 1.3 57.7 177 [ tApyrase+
[}\«NTTSVQ ' ' : ' ' RNA Pol Active
185 e 89.7 126 > 300 107 101 >300 > 300 9.8 517 >300 |/ tApyase+ >512 >512
S et RNA Pol Active
e T7 + Apyrase +
186 Q %b > 300 143 > 300 146 >300 >300 > 300 3.2 150 >300 o oPHReE Y
e o T7 + Apyrase +
187 o 3L, 27.8 33.4 230 534 272 200  >300 96,5 114 >300 T4+ RNAPol >512 64 Nonspecific
S Active
@*V@ T7 + Apyrase +
188 oy 36.8 183 > 300 2.7 142 >300  >300 170  60.0 >300 T4+ RNA Pol
° é Active
P T7 + Apyrase +
189 @/\;«9 410 >300 > 300 9.1 86.1 > 300 77.2 141 >300 >300 g, 0N >512 5512
190 . © 247 178 > 300 288  83.8 300 77.7 11 >300 >300 J/tApyrase+
HQ?Q@ ' ' ' ' ' ' T4+ Pol y Active
191 QQ 49.9 133 > 300 133 > 300 300 > 300 129 >300 >300 |/ *tApyrase >512 >512
Lo Active
“D Y% T7 + Apyrase
192 b <05 196 > 300 7.6 244 > 300 112 2.0 193 > 300 py >512 >512
2500 Active
193 oy Q. 17.6 146 > 300 220 >300 > 300 240 340 >300 >300 ' ;g?\yerase
194 ©C¥* b 40.0 326 > 300 118 >300 >300 > 300 736 >300 >300 7 ;g?\yerase >512 >512
195 o 23.8 15.2 150 69.4 >300 >300 > 300 400 >300 >300 |/ *tApyrase

Active




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

(M) MIC (pg/mL)
c:o;]p STRUCTURE E e B s MIMS
E.c B.s Bi‘i’:ﬁ] T7 T4 Pols  Poly  Apy F;,';llA B -Gal SE’;;);EE SRet’a)(l:li(f:i?:?te ATCC ATCC Assay
g P y P y 25922 6633 Specificity
oRwe
196 (Q/ 153 258 > 300 60.3 >300 >300 > 300 136 >300 >300 ' J’A?tmase >512 >512
197 {Q 50.5 472 > 300 576 >300 >300 > 300 169 >300 >300 |/ *tApyrase
e Active
C[W: T7+A
198 3 > 300 309 > 300 567 >300 >300 > 300 200 >300 > 300 pyrase
Qcm Active
199 %Y@ 108 251 > 300 450 >300 >300 > 300 141 >300 >300 ' ;gf)\yerase >512 >512
200 v<> 194 158 > 300 338 131 123 > 300 53 00 >300 ' ;g?\)gase >512 >512
O
v
s+ °
J T7 + Apyrase
201 / Q@ 20.4 453 > 300 300 >300 >300 > 300 70.7 >300 > 300 e
e S i N'EW/Q T7 + Apyrase
202 @iﬁ@* iy 38.1 169 > 300 280 157 >300 > 300 238 >300 > 300 R
203 a0 o 450 182 > 300 242 >300 >300 > 300 26 >300 >300 ' ;g?\)gase
204 154 174 > 300 218 >300 >300 > 300 14 >300 >300 @/ ;g?\)gase
205 107 234 > 300 207 >300 >300 > 300 250 >300 >300 7 ;g?\)gase
206 oD > 300 57.8 > 300 195 >300 >300 > 300 15 >300 >300 |/ *Apyrase >512 >512
O Active
207 Q 26.4 478 > 300 182 > 300 300  >300 177 >300 >300 |/ *Apyrase
Hf@N;‘)LH e, Active
208 OO 18.0 340 > 300 161 >300 >300 > 300 07 >300 >300 |/*Apyrase

Active




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

Active

MIC (ng/mL
(uM) (ng/mL)
Comp STRUCTURE
# DNA RNA Enzyme Replicase E.c B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
we_ w
209 e éﬁ e > 300 56.9 > 300 150 >300 >300 > 300 120 >300 >300 |/ *tApyrase
= e Active
210 foy 91.8 191 > 300 147 >300 >300  >300 48 >300 >300 /*Apyrase
e Active
211 ST \ 43.0 338 > 300 122 >300 >300 > 300 573 >300 >300 ' ;gf)\x;ase
i vl Hq
212 e Y “ >300 401 > 300 116 >300 >300 > 300 300 >300 >300 ' ;gmase
Y@/DLE'”\V@/
213 T 4.0 61  >300 111 >300 >300 > 300 76 >300 >300 ' ;?tmase >512 >512
jag
4 o
0 T7 + Apyrase
214 41)£Tv© 45.8 87  >300 108 >300 >300 > 300 45 >300 >300 R >512 >512
215 wPOLEOY e 686 >300 >300 84 >300  >300 > 300 137 >300 >300 | *Apyrase
" 4 Active
216 @ 37.2 149 > 300 72 >300 300 > 300 99 >300 >300 |/*Apyrase
DQJNTNJ\N/N W© Active
ne o LR o
217 ©§ b 80.0 6.4  >300 7.2 145  >300 > 300 17 >300 >300 |/ *Apyrase >512 >512
B Active
218 ﬁl el 164 70 > 300 71 >300 >300 > 300 89 >300 >300 ' J’A?tmase >512 >512
219 T o ot 1.4 33 >300 6.8 8.2 59.0 > 300 09 >300 >300 |/*Apyrase
s Active
b “ﬁ T7 + Apyrase
220 F gty e > 300 53  >300 6.1 >300 300  >300 1.6 >300 > 300 ;
&, R Active
221 *%*:(@ 300 110 >300 60 201 300 > 300 62 >300 >300 '/ *Apyrase




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

(M) MIC (pg/mL)
Comp STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
O; [ > b cl
222 o 139 57 >300 59 997 342  >300 15 >300 >300 |/ *Apyrase >512 >512
e Active
Fp
223 g o > 300 135 > 300 52 >300 >300 >300 06 >300 >300 '/ *Apyrase 5512 5512
7 N*ND Active
224 ﬁrgé 20.3 321 > 300 49  >300 200  >300 70 >300 >300 |/ *Apyrase
Ay ‘N'J\N/N\/@ Active
225 <Oy IO OF O 740 17.7 > 300 47 >300 >300 > 300 83 >300 >300 |/ ‘tApyrase
& ! Active
¢
226 XQ 221 211 > 300 23 >300 300 > 300 499 >300 >300 |/ *tApyrase
Active
227 H ‘Ni‘NHVQ 28.5 28  >300 23 >300 300 > 300 36 >300 >300 |/*Apyrase
S, e Active
228 " X ,im o > 300 11 >300 15  >300 300 > 300 25 >300 >300 |/ *Apyrase
TR Cr Active
229 nes 130 68.1 > 300 206 >300 >300 > 300 101 >300 >300 |/ *Apyrase 512 256 Nonspecific
Q Active
230 @»LJ\E 61.1 642 > 300 151 > 300 300  >300 151 >300 >300 |/ *Apyrase
", Active
231 W T 240 701 >300 130 >300 >300 > 300 100 >300 >300 ' ;g?\)’;ase
”:ANLHZ T7 + Apyrase
232 A 715 222 156 117 > 300 250  >300 225 >300 > 300 R
233 W 81.3 108 212 39.8 214 228 >300 289 >300 >300 |/ *tApyrase
IO Active
234 wh s, 95.9 133 > 300 367 182 >300 > 300 373 >300 >300 |/ *Apyrase >512 >512

Active




DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (ug/mL
Com (uM) (rg/mL)
e STRUCTURE e 5 o IMS
E.c B.s Bi‘i’:ﬁ] T7 T4 Pols  Poly  Apy F;,';llA B -Gal SES;);:EE SRet’a)(lzli(f:i?:?te ATCC ATCC Assay
g P y P y 25922 6633 Specificity
S
235 ﬁi Lb > 300 742 >300 263 >300 >300 > 300 182 >300 >300 ' ;g?\yerase
236 \r? 708 999 217 673 >300 300 > 300 144 >300 >300 |/ *Apyrase >512 >512
©js Active
237 \(If%@ 275 779 >300 >750 >300 >300  >300 924 >300 >300 |/ *Apyrase
° Active
238 [t 185 150 > 300 200 103 181 > 300 391 106 >300 7 ;gf)\x;ase >512 >512
o
239 S 321 199 156 585 217 47.1 97.1 300 >300 >300 ' +VFX::It§/; Pol >512 >512
e
240 110 348 > 300 132 200 18.0 100 >300 >300 >300 |/ *Pold+Pol
Vet y Active
<
241 [ 63.0 437 > 300 26.7 > 300 476 145  >300 >300 300 |/ *Pol&+Pol
TN e, v Active
RIS,
242 OHTET T 314 277 122 9.4 120 10.6 101 >300 >300 300 |/ tPOI&+T4
3 2 + Poly
243 #(ﬂm 161 283 787 337 602 344 579 >300 194 >300 ' ++P|gloI8v+ "
5
244 N 412 323 > 300 400 42,6 795 198 >300 >300 >300 |/ tPOI&+T4
J N o + Poly
S
vl ) T7 + Pol § + T4
245 Q) 102 263 380 5.3 107 15.7 529 >300 >300 > 300 +poly
e T7 + Pol 5 + T4
246 % ‘ 324 442 162 241  49.8 185 525  >300 287 >300  +Poly+RNA
o Pol Active
é T7 + Pol 5 + T4
247 ) 52.2 145 > 300 481 101 101 >300 >300 180 > 300 +RNA Pol
E’@jf?;gc‘ Active




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (LM) (ng/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
= A T7 + Pol §+ T4
248 I/O\Q 17.4 67.2 130 174 461 84.0 145  >300  80.0 > 300 +RNA Pol
o Active
i S T7 + Pol 5 + T4
249 SR I 46.1 85.4 > 300 310 240 200 >300  >300 120 > 300 +RNA Pol
ST Active
250 @Jl 81.3 351 > 600 172 400 340 > 600 420 >600 >600 1/ tPOl&+T4 512 >512
SO, e
251 A = 59.0 80.0 300 340 774 255 >300 >300 >300 >300 |/ tPol&+T4
s Active
252 g oy 127 59.3 > 300 203 268 328 >300 >300 >300 >300 |/ tPol&+T4
DHN)NTN'N Nﬂv@@ef Active
253 jiﬁ 35.0 188 > 300 132 289 163 >300 > 300 140 >300 |/ *TPol&+T4
Y }wm Active
254 QQO 151 55.3 > 300 7.3 180 604 >300 >300 >300 >300 |/ tPol&+T4
Active
ch cH,
255 20gs) 107 259 > 300 3.0 120 824 >300 >300 >300 >300 |/ tPol&+T4 >512 >512
Active
—_—— T7 + Pol 5 + T4
256 % 178 20.6 450 352 191 130 >300 >300 >300 > 300 Active
o il
257 e f&j@’ 2.2 33 >300 9.3 164 10.4 27.1 318 557 > 300 T7A2t§/c;| 8 >512 >512
258 Z] 38.0 8.8 138 119 701 12.0 469 > 300 120 > 300 Tx;g 8
259 o D 57.0 46.0 300 128 300 100 >300 >300 >300 > 300 7+ Pol s
oTron Y O Active
, T7 + Pol &
260 @7% 72.3 90.9 > 300 60.2 > 300 269 >300 >300 >300 > 300 v




DNA Pol Il Antimicrobial Activit
Holoenzyme IC50 Specificity Assay IC50 (M) Biochemical Specificity MIC (pg/mL) y
(uM)
Comp STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S scmcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
f ? T7 + Pol &
261 ©¢ YONSS 64.1 39.7 > 300 58.8 > 300 387  >300 257 >300 > 300 iive
262 W O 89.5 243 > 300 52.8 > 300 100 > 300 275 >300 > 300 7+ Pol 5
N o Active
263 s J, 112 31.3 220 368 > 300 20.8 300 >300 >300 > 300 T7 + Pol's
1 N Active
264 . 76.1 539 > 300 20.7 > 300 711 >300 >300 >300 > 300 T7 + Pol's
oy ‘N'*N/Nv@p ' Active
Ry T7 + Pol L
265 O L 16.3 6.0 433 178 59.7 221 >300 >300 >300 > 300 rctive 64 >512 Nonspecific
St
L T7 + Pol § o
266 5.3 3.7 585 123 206 17.7 > 300 300 954 > 300 rctive >512 2 Nonspecific
267 é«[ 30.2 27 >300 122 >300 97  >300 300 >300 > 300 Tl;f:f;' 8
o @ T7 +Pol §
268 s e 91.2 134 > 300 109 > 300 354 >300 >300 300 > 300 rtive
269 Q(\i 107 872 274 525 200 987 >300 >300 >300 > 300 7+ Pols
e Active
270 @ﬁ* I 187  >300 > 300 205 290 504 >300 >300 >300 > 300 Txgg 8 >512 >512
271 J b 62.1 150 > 300 172 > 300 794 >300 >300 >300 > 300 T7 + Pol's
LS Active
272 SR ey 6.1 354 201 84 242 21.3 354 >300 >300 > 300 Txgg 8
273 Q;* 2.9 7.3 192 1.9 56.5 10.0 57.9 799 966 > 300 T7 + Pol's

Active >512 >512




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (uM) (rg/mL)
. P STRUCTURE e 5 o IMS
E.c B.s Bi‘i’:ﬁ] T7 T4 Pols  Poly  Apy F;,';llA B -Gal SE’;;);EE SRet’a)(l:li(f:i?:?te ATCC ATCC Assay
g P y P y 25922 6633 Specificity
274 ﬁ%@ 6.3 117 349 72  >300 27.1 857 >300 113 >300 Txg/‘;' 8 >512 32 Nonspecific
iy T7 + Pol §
275 Cfx 22.1 465 119 247 > 300 303 118  >300 250 > 300 i
Lo T7 +Pol 5
\
276 O Lo 319 237 118 67.0 > 300 707 >300 >300 >300 > 300 i
ot T7 + Pol §
R +Po
277 oYy 9\@& 2358 80.6 180 101 > 300 732  >300 >300 >300 > 300 i
278 J\Q 34.2 729 > 300 303 > 300 374 >300 >300 >300 > 300 T7 + Pol's
Active
0
@ . T7 + Pol § -
279 LY 59.7 87.0 177 185 > 300 194 > 300 300 >300 > 300 . 64 32 Nonspecific
ol . Active
280 AT e 2 535 >300 > 300 46  >300 120 >300 >300 >300 > 300 Tl;f\’f;' 8
281 e > 300 117 > 300 502 > 300 108 258  >300 >300 > 300 T7 + Pol's 512 512
° o Active
2o T7 + RNA Pol
282 O\*(% 23.4 102 300 851 249 >300 >300 >300 100 > 300 rtive
o g™ T7+T4+Poly
283 L 2.6 283 487 <05 230 > 300 19.2 200 264 > 300 + RNA Pol
%Wﬁp Active
284 e 481 821 >300 578 180 > 300 17 270 >300 300 ' +;jti;ep°' Y
285 L O 45.9 183 154 851 705 100 52.1 123 203 >300 |/ tT4+Poly >512 256 DNA
CTE N Active Replication
=Lq
286 L e 120 524 > 300 162 250 >300 >300 >300 250 >300 |/ FT4*RNA

Pol Active




DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
(uM) (pg/mL)
Comp STRUCTURE
# DNA RNA Enzyme Replicase E.c B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
287 <l‘/tw . ? 271  >300 > 300 103 104 >300 >300 >300 >300 >300 T7+T4Actve
288 w;@ 553 960 > 300 159 237 300 >300 >300 >300 >300 T7+T4Actve >512 >512
289 Cé\Q* 77 128 203 43 103  >300 >300 >300 >300 >300 T7+T4Actve
o
290 ﬁj 384 246 >300 892 408 >300 >300 >300 >300 >300 T7+T4Actve
o By oo
201 g M{\ @ 270 270 222 358 108 173 >300 >300 >300 >300 T7+T4Actve
e P NR
202 e ng s 144 160 960 354 519 122 >300 300 778 >300  T7+T4Actve >512 >512
293 ne® o 512 347 >300 279 922 >300 >300 >300 >300 >300 T7+T4Actve
294 O O 665 57  >300 116 99 >300 >300 >300 >300 >300 T7+T4Actve
9y
295 Gy 215 444 > 300 77 686 >300 >300 >300 >300 >300 T7+T4Active
296 I 220 251 >300 62 774 >300 >300 >300 >300 >300 T7+T4Actve
s
297 - N «(‘i 250 539 >300 5.2 238 >300 >300 >300 >300 >300 T7+T4Actve
298 ‘@t,ﬁf\@@ 57.6 132 230 38 407 >300 > 300 700 >300 >300  T7+T4Active
299 @Y@ o 120 854 > 300 38 436 >300 >300 >300 300 >300 T7+T4Active >512 >512



DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (LM) (ng/mL)
. P STRUCTURE e 5 o
E.c B.s Bi‘i’:ﬁ] T7 T4 Pols  Poly  Apy F;,';llA B -Gal SE’;;);EE SRet’a)(l:li(f:i?:?te ATCC ATCC
g P y P y 25922 6633 Specificity
300 o 126 44.2 120 424 >300 >300 > 300 300 >300 >300  T7 PolActive >512 >512
301 i % o 649 >300 > 300 636 >300 >300 >300 >300 >300 >300  T7PolActve
O
2
302 116 60.2 > 300 50.8 >300 >300 >300 >300 >300 >300  T7PolActve
D:Npﬁ
303 L < 69.8 96.6 > 300 376 >300 >300 >300 >300 >300 >300  T7PolActve
304 oo Wed 268 79.0 > 300 329 >300 >300 > 300 300 >300 >300  T7 PolActive >512 >512
305 vk@ﬁ* bl > 300 >300 > 300 257 > 300 > 300 > 300 >300 >300 > 300 T7 Pol Active >512 >512
306 CAQ > 300 81.9 > 300 185 > 300 254 > 300 300 >300 >300  T7 PolActive >512 >512
i H,Q;O
307 @ > 300 105 > 300 90 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
308 Le S«@ > 300 79.9 > 300 7.9 171 >300 >300 >300 >300 >300  T7PolActive
309 e 4.6 10.0 103 134 >300 63.2 64.0 300 565 >300  T7 Pol Active 16 16
G9®) o : : ’ : : : Replication
N\
310 L 2.9 9.4 951 6.6 151 17.4 766 >300 220 300  T7 Pol Active >512 >512
o FNN
311 5 e 15 3.7 142 5.6 29.8 63.5 90.0 >300 >300 >300  T7PolActive 512 >512
b >
312 UG 15.9 52  >300 111 154 36.7 139 28 217 >300  T7 Pol Active >512 >512




DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (LM) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
313 & ‘ 493 55 > 300 2.6 104 414 154 300 245 >300  T7Pol Active >512 >512
L3, o
314 ko 16.0 29.2 169 752 184 107 231  >300 >300 >300  T7PolActve 512 512
315 @ 105 39.8 > 300 829 >300 >300 >300 >300 >300 >300  T7PolActve
316 D%H‘ . > 300 200 > 300 79.9 > 300 300 >300 >300 >300 >300  T7PolActve
317 /@f@wm@ 89.5 424 > 300 60.0 >300 >300 > 300 >300 >300 > 300 T7 Pol Active
318 S0 101 185 > 300 526 > 300 265 >300 >300 >300 >300  T7PolActve
r S v _
319 Ty f; 216 545 > 300 50.8 > 300 300 >300 >300 >300 >300  T7PolActve
320 (@/f*@*é 108 48.3 > 300 500 >300 >300 >300 >300 >300 >300  T7PolActve
321 % > 300 321 > 300 489 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
D:Npi o
322 o aUet 205 159 > 300 464 180 237 >300 >300 >300 >300  T7PolActve >512 >512
T
323 o o 60.0 60.0 > 300 439 >300 >300 >300 >300 >300 >300  T7PolActve
324 § S 53.6 370 > 300 367 > 300 200 > 300 200 >300 >300  T7PolActive
325 86.9 537 > 300 362 > 300 300 >300 >300 >300 >300  T7PolActve




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL)
Comp STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
e
326 L, . > 300 110 >300 338 158 300 > 300 300 >300 >300  T7Pol Active >512 >512
=
327 ooy 670 226 >300 335 > 300 300 >300 >300 >300 >300  T7PolActive
328 J\)T/)\m 151 112 >300 288 > 300 300 > 300 68.0 >300 >300  T7Pol Active
LY e
329 " (9 112 71 >300 268 >300 >300 > 300 117 >300 >300  T7Pol Active >512 >512
e
330 CW}\@ > 300 156 >300 265 >300 >300 > 300 128 >300 >300  T7Pol Active >512 >512
LI o
331 QLY 7.2 8.8 111 262 >300 >300 > 300 300 >300 >300  T7Pol Active >512 >512
332 N . 666 491 >300 259 > 300 300 >300 >300 >300 >300  T7PolActve
KT W T
333 D T 979 397 >300 238 205 >300 >300 >300 >300 >300  T7PolActve
334 Cfg > 300 165 >300 238 >300 >300 > 300 229 >300 >300  T7Pol Active >512 >512
335 3 854 63  >300 212 > 300 300 >300 >300 >300 >300  T7PolActive
A ‘ZMHJ -
336 P sy Py 834 73 >300 210 >300 >300 > 300 161 >300 >300  T7Pol Active >512 >512
337 AT 377 336 >300 198 > 300 300 >300 >300 >300 >300  T7PolActive
338 S w iy > 300 376 >300 19.5 > 300 300 >300 >300 >300 >300  T7PolActve




DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (ng/mL
Com (LM) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
339 ESwa > 300 171 > 300 194 > 300 167 >300 >300 >300 >300  T7 PolActive
cn \/\/\CHQ
40 {@J\@vw« o 6.6 6.1 134 191 >300 >300 >300 >300 >300 >300  T7PolActve
o
341 L@ﬁ\? 161 104 > 300 189 > 300 164 > 300 300 >300 >300  T7PolActive >512 >512
342 ey 121 217 > 300 187 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
o O
343 oo 48.9 105 > 300 179 541 >300 >300  >300 >300 >300  T7PolActve
LD
S CRO
34 byt C 127 65 > 300 176 754 >300 >300 >300 >300 >300  T7PolActve
345 ? OQ‘O 8.6 163 > 300 172 113 151 > 300 300 113 >300  T7 Pol Active 128 16 DNA
Ho Replication
vo~ I
wde T T .
346 NS v 35.6 31.0 > 300 170 > 300 300 >300 >300 >300 >300  T7PolActve
347 ek OO‘O 14.2 209 > 300 168 142 >300 > 300 300 242 >300  T7PolActive >512 16 Nonspecific
s S
348 IAL > 300 175 > 300 162 >300 >300 >300 >300 >300 >300  T7PolActve
349 *%O/ 36.9 203 > 300 157 >300 150 >300 >300 >300 >300  T7PolActive
350 WQ 50.2 33 >300 154 744 >300 > 300 103 >300 >300  T7 Pol Active >512 >512
I
CHH n>:
351 i 134 78  >300 151 > 300 300 >300 >300 >300 >300  T7PolActive




DNA Pol 11l

Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (LM) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
352 ﬁ ol 309 56 > 300 145 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
o« )<
g |
353 9 S 85.8 69 > 300 144 169 331 >300 67.3 >300 >300  T7PolActive >512 >512
354 J\fﬁ) i} > 300 11.0 > 300 136 > 300 300  >300 300 >300 >300  T7PolActive
PonAen? O
355 L3 > 300 545 > 300 135 >300 >300 >300 >300 >300 >300  T7PolActve
356 O > 300 7.8 >300 131 >300 >300 > 300 300 >300 >300  T7PolActive >512 >512
ROYSS
357 Q 225 111 > 300 131 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
P
N_
358 KL 33.4 66 > 300 13.0 > 300 300 > 300 922 >300 >300  T7PolActive
359 SR ey o > 300 149 > 300 126 >300 >300 >300 >300 >300 >300  T7PolActve
130
360 it - 7.6 4.2 450 123 135 412 >300 510 552 >300  T7PolActive >512 >512
iy H, o
361 “@(ﬁ o > 300 28  >300 113 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
362 N J/@ 223 215 > 300 108 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
363 et 50.2 180 > 300 107 104 192 >300 >300 >300 >300  T7PolActive
Ra
364 e > 300 68  >300 101 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512




DNA Pol Il Antimicrobial Activit
Holoenzyme IC50 Specificity Assay IC50 (M) Biochemical Specificity y
(M) MIC (pg/mL)
Cog‘p STRUCTURE e 5 o IMS
E.c B.s Bi‘i’:ﬁ] T7 T4 Pols  Poly  Apy F;,';llA B -Gal SES;);:EE SRet’a)(lzli(f:i?:?te ATCC ATCC Assay
g P y P y 25922 6633 Specificity
365 d?/ % 7.7 106 > 300 88 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
7 N
366 @f A 11.1 73 >300 76 >300 >300 >300 400 >300 >300  T7PolActve >512 >512
cl CH
O
367 DD«(D . 90.2 100 > 300 76 >300 >300 >300 >300 >300 >300  T7PolActve
‘ o
368 (° 102 225 > 300 75 >300 >300 >300 >300 >300 >300  T7PolActve
o
369 U o, 432 59 > 300 7.3 287  >300 > 300 374 >300 >300  T7PolActive >512 >512
370 134 9.1  >300 73 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
371 %qj 57.8 23 >300 6.0 82.0 272 >300 >300 >300 >300  T7PolActve
< R__on
372 S 2.7 216 > 300 5.9 131 >300 >300 >300 >300 >300  T7PolActve
373 T 46.5 129 > 300 57  >300 995 > 300 >300 >300 > 300 T7 Pol Active
374 e 6.4 6.7 60.0 55 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
f
375 SRS WLl 39.0 51 > 300 5.4 196 >300 >300 >300 >300 >300  T7PolActve
376 f IS 121 53 > 300 47  >300 119 > 300 563 >300 >300  T7PolActive >512 >512

377 Dmo’ﬁgm g > 300 41.4 > 300 4.6 > 300 > 300 > 300 >300 >300 > 300 T7 Pol Active



DNA Pol Il Antimicrobial Activit
Holoenzyme IC50 Specificity Assay IC50 (M) Biochemical Specificity y
(M) MIC (pg/mL)
Comp STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S gciﬁcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
378 ﬁﬁx\} > 300 54 > 300 46 >300 >300 > 300 300 >300 > 300 T7 Pol Active >512 >512
379 Sy /)\A(@ 10.2 41  >300 46  >300 300 > 300 148 >300 > 300 T7 Pol Active
o ‘N N u/
e
380 \CENM%Q@@ 97.8 113 > 300 45 >300 >300 >300 >300 >300 > 300 T7 Pol Active >512 >512
381 O 50.3 13.0 > 300 45 >300 >300 > 300 >300 >300 > 300 T7 Pol Active
Q"% )
382 N 33.1 5.1 34.5 3.9 124 36.8 >300  >300 > 300 300 T7 Pol Active >512 >512
383 E % Y@ 8.8 9.0  >300 26  >300 300 >300 >300 >300 > 300 T7 Pol Active
384 favoves 17.9 28  >300 1.3 > 300 300 > 300 20.7 >300 > 300 T7 Pol Active
385 ﬁfx **,Q 400 33 > 600 114 > 600 982 >600 >600 >600 > 300 T7 Pol Active >512 >512
386 Lol 24.2 300 > 300 311 128 144 245  >300 >300 > 300 T7 Pol Active
L. -
387 oy 54.2 71.3 > 300 77.6 > 300 300 >300 >300 >300 > 300 T7 Pol Active
388 @ on 28.7 >300 > 300 400 163 >300 >300 >300 >300 > 300 T7 Pol Active
oy ‘N/)\N/N\\(©/
389 I\H 172 >300 > 300 336 218 >300 > 300 229 >300 > 300 T7 Pol Active >512 >512
LR 28.6 >300 > 300 286 >300 >300 >300 >300 >300 > 300 T7 Pol Active



DNA Pol Il
Holoenzyme IC50

Specificity Assay IC50 (M)

Biochemical Specificity

Antimicrobial Activity

MIC (pg/mL
Com (LM) (rg/mL)
P STRUCTURE
# DNA RNA Enzyme Replicase E.c. B.s. MMS
E.c Bs  giging 17 T4 Pols  Poly  Apy pol BGA eciﬁicit S scmcit ATCC ATCC Assay
g P y P y 25922 6633 Specificity
391 & e 51.2 150 > 300 193 >300 >300 > 300 200 >300 >300  T7PolActive
"5,
392 MY\“@N 22.2 109 > 300 9.1 300 >300  >300 300 300 150  T7 Pol Active >512 >512
N\:<NS CH,
393 @W 356 >300 > 300 80 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
Df P
394 23.0 750 > 300 66 >300 >300 >300 >300 >300 >300  T7PolActve >512 >512
O
395 @(ﬁl fkaQ 36.9 28  >600 126 >600 >600 >600 >600 >600 >600  T7PolActve






