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Figure S1. (A) Structural models of N7:N8 and P7A:P8A peptides built by the ISAMBARD modeling package.
Selected amino acid side chains are shown for clarity. Polar amino acid residue Asn (cyan) is present at the a
position of the second heptad of the N7, N8 (left). In P7A and P8A (right), additional Asn is placed at the a position
of the fourth heptad. (B) Predicted orthogonality and interactions between all peptide pairs using a scoring
algorithm®. The pairs, N5:N6 and N7:N8, were predicted to form CCs with higher stability.
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Figure S2. (A,C) Circular dichroism (CD) spectra of a 1:1 mixture of CC, N5:N6 and N7:N8 pairs, and PSA:P6A
and P7A:P8A pairs (20 UM each, black). Single peptides (40 uM) are shown in cyan and magenta. The peptides
and peptide mixtures resemble the characteristic a-helical spectrum at 20 °C. The designated peptide partners
exhibited a higher helical content than the peptides alone, indicating peptides’ intrinsic preference for binding to
their designated partners. All data were measured in Tris buffer. (B,D) Multimerization state of individual peptides
and peptide pairs, N5:N6 and N7:N8, as determined by SEC-MALS. Size-exclusion chromatograms (normalized
by setting the major peak maximum to 1) are presented with an overlay of the molecular weights (orange line)
calculated from static light measurements. The dashed horizontal lines correspond to the expected molecular
weights of a monomer and dimer. The SEC-MALS profiles of individual peptides confirm that the peptides P7A,
P8A, P5A, and P6A are monomers in solution. (E) Heat map of the matrix of the calculated midpoint Tm from
thermal denaturation scans of indicated peptide combinations.
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Figure S3. (A) Sequence of N1 and N2 peptides. (B) Circular dichroism (CD) spectra of a 1:1 mixture of CC,
N1:N2 pairs (20 uM each, black). Single peptides (40 puM) are shown in cyan and magenta. The peptides and
peptide mixtures resemble the characteristic a-helical spectrum at 20 °C. All data were measured in Tris buffer.
(C) Thermal denaturation profiles of peptides (40 uM; magenta and cyan) and CCs (20 uM each peptide; black)
monitored by a CD signal at 222 nm. The midpoint Tm was calculated based on thermodynamic model fit *. (D)
Isothermal titration calorimetry (ITC) analysis of the binding affinity of designated CC peptide pairs. The binding
isotherms of heat release per injection are depicted as a function of the increasing peptide-to-peptide molar ratio.
The dissociation constant, K4'™®, was calculated using the two-state dimer association model. (E) Multimerization
state of individual peptides and peptide pairs, N1:N2, as determined by SEC-MALS. Size-exclusion
chromatograms (normalized by setting the major peak maximum to 1) are presented with an overlay of the
molecular weights (orange line) calculated from static light measurements. The dashed horizontal lines correspond
to the expected molecular weights of a monomer and dimer. The SEC-MALS profiles of individual peptides
confirm that the peptides are multimer in solution. (F) Heat map of the matrix of the calculated midpoint Tm from
thermal denaturation scans of all peptide combinations.
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Figure S4. (A) Reconstitution of split luciferase in HEK293T cells. (Above) Schematic presentation of a structural
model of split luciferase (brown nLuc and cyan cLuc) tethered to the N- or C-termini of the CC-forming peptide.
Note: Linkers between CC peptides and N or C terminal of split luciferase have the same length. (Below)
Luciferase activity of reconstituted CC-split luciferase 48 h after transfection of HEK293T cells with a plasmid
expressing a combination of nLuc tethered to N8 (60 ng) and cLuc tethered to N7, or P7A peptides (30 ng). The
values represent the means (£ s.d.) from four independent cell cultures and are representative of two independent
experiments. Amounts of used plasmids are indicated in Table S2. (B) Expression of CC-split luciferase
determined by a western blot test. Proteins separated via SDS-PAGE were blotted on a nitrocellulose membrane
and stained with anti-Myc, anti-HA, and anti-p-actin antibodies as indicated. Lines indicate the groupings from
different parts of the same gel (same exposure). Below: uncropped and unprocessed images of blots are shown.
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Figure S5. (A, B) The CC stability linear model ** was used to predict the interactions between all possible peptide
pairs. Predicted values are shown as a heat map. The experimental midpoint denaturation temperatures (Tm) of
CCs and individual CC-forming peptides determined from thermal denaturation scans monitored by the CD signal
at 222 nm (right) are depicted on top of the heat map of predicted Tm values.
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Figure S6. (A) Schematic representation of reconstituted N6:P5 split luciferase activity attenuated by N5 displacer
peptide. Luciferase activity of HEK293T cells co-expressing cLuc:P5 (30 ng), nLuc:N6 (30 ng), and N5 displacer
peptide (0-100 ng). (B) Luciferase activity of HEK293T cells transfected with plasmids expressing nLuc:N8 (60
ng) and cLuc tethered with N7, P7A, P7, or P7SN (30 ng). Forty-eight hours later, cells were treated with N7,
P7A, or P7S displacer peptide (0-50 uM in DOTAP) for 2 h, and then luciferase activity was measured. (C)
Schematic representation of reconstituted N6:P5 split luciferase activity attenuated by N5 displacer peptide, which
was added to split luciferase-expressing cells. Luciferase activity of HEK293T cells (transfected with plasmids
nLuc:N6 (30 ng) and cLuc tethered to P5 (30 ng)) treated with N5, P5A, P5, and P5SN peptide (0-1 uM in
DOTAP) for 2 h. Cells were treated 48 h after transfection. The bars represent the means (£s.d.) from four
independent cell cultures. (D) Luciferase activity of HEK293T cells (transfected with plasmids expressing
nLuc:N6 (30 ng) and cLuc:P5 (30 ng)) treated with N7 or N5; P7A or P5A; P7 or P5 peptide (1, 2, or 10 uM in
DOTAP) for 2 h. Cells were treated 48 h after transfection. The values (A-D) represent the means (+ s.d.) from
four independent cell cultures, individually transfected with the same mixture of plasmids, and are representative
of two independent experiments. For amounts of plasmids, see Table S2. Statistical analyses and the
corresponding p-values are listed in Table S3.
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Figure S7. Reconstitution of CC-split transcription factor attenuated with complementary CC—displacer
peptide. (A) Luciferase activity measured 48 h after transfection of HEK293T cells with plasmids expressing
TALE-A:N8, CC:VP16 (30 ng) and the luciferase reporter. Zoom in depicts the reconstitution of TALE-A:N8
with P7:VVP16 at more appropriate scale. (B) Reconstitution of CC—split transcription factor in HEK293T cells co-
expressing TALE-A:N8 (30 ng); VP16 linked to N7 or N5 (30 ng) or TALE-A:N6 (30 ng) and VP16 linked to N5
or N7 (30 ng); and the luciferase reporter (taLeiox-Pmin-fLUC). Luciferase activity was measured 48 h after
transfection. (C) Schematic representation of suppression of CC-split transcription factor activity (TALE-
A:N6:N8-N7:VPR; ON state) by addition of CC:KRAB suppression domain (OFF state). (D) Suppression of CC—
split transcription factor activity (TALE-A:N6:N8 (30 ng), N7:VPR (60 ng)) by addition of KRAB suppression
domain linked to N5, P5A, P5, or P5SN (10 ng). Luciferase activity was measured 48 h after transfection. (E) The
amount of DNA-binding domain (TALE-A:N8) has a minor impact on displacement efficacy. Luciferase activity
in HEK293T cells was measured 48 h after co-transfection of plasmids expressing TALE-A:N8 (30, 60, 90 ng),
N7:VP16 (30 ng), N7NS (0-50 ng) and reporter luciferase. (F) CC stability and CC—displacer peptide helicity
determine displacement efficacy. Luciferase activity determined 48 h after transfection of HEK293T cells with
plasmids expressing TALE-A:N8 (30 ng); CC:VP16 (30 ng); a CC—displacer peptide (N7NLS, P7ANLS or P7NLS)
(0-50 ng); and the reporter luciferase (raLeiox-Pmin-fLuC). The values (A,B,D-F) represent the means (z s.d.) from
four independent cell cultures, individually transfected with the same mixture of plasmids, and are representative
of two independent experiments. For amounts of plasmids, see Table S2. Statistical analyses and the
corresponding p-values are listed in Table S3.
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Figure S8. (A) Luciferase activity as an indicator of cell fusion. 24 h after transfection, donor and acceptor
HEK?293T cells were mixed in 1:1 ratio. Luciferase activity (A) was measured 3 h later. The values represent the
means (z s.d.) from four independent cell cultures, individually transfected with the same mixture of plasmids,
and are representative of two independent experiments. Donor HEK293T cells were transfected with plasmids
expressing nLuc:N8 (1000 ng), with or without CoV-2 Spike-protein (10 ng) and acceptor cells expressing
cLuc:N7 or cLuc:N1 as a control (1000 ng), TMPRSS2 (30 ng) with or without ACE2 (20 ng). (B) Flow cytometry
gating strategy. The population of cells presented as pseudocolor plot (FCS-A/FCS-H) was gated for singlets and
syncytia. The subset of cells, the BFP and iRFP positive, were analyzed for reconstituted CC-split GFP. The same
gating strategy was used for Fig 5E, Fig 6E, and Fig S8C, S8D. (C) Flow cytometry analysis 3 h after mixing
donor and acceptor cells. Formation of cell-cell fusion with split GFP reporter (GFP1.10:N7; 3x(N8:GFP1;) was
analyzed from the double BFP and iRFP positive subset of cells and presented as histogram of split GFP positive
cells. Donor cells were transfected with plasmid expressing the iRFPNSS (50 ng), and GFP1.10:N7 (500 ng) with
or without SARS CoV-2 Spike protein (50 ng), and the acceptor cells were expressing BFPN'S (50 ng), and
3%(N8:GFP11) (650 ng), with or without ACE2 receptor (250 ng). (D) Flow cytometry analysis of a mixture of
donor cells expressing the SARS CoV-2 Spike protein (50 ng), iRFPN'S (50 ng), and GFP1.10:N7 (500 ng) and
the acceptor cells expressing ACE2 receptor (250 ng), TMPRSS2 (50 ng), BFPNS (50 ng), and 3x(N8:GFP1:)
(650 ng). Formation of cell-cell fusion with split GFP reporter (GFP1-10:N7; 3x(N8:GFP11) was analyzed from the
populations of cells positive for iRFP and BFP. Histograms present percent of reconstituted split GFP for double
iRFP and BFP positive 3 h after mixing donor and acceptor cells. Representative results of two independent

experiments are shown. For amounts of plasmids, see Table S2.



Table S1. Sequences of orthogonal 5:6 and 7:8 N- and P-type peptides.

Sequence and heptad register Electrostatic Hydrophobic . .

Name , . Helicity*

gabcdef gabcdef gabcdef gabcedef motif motif

N7 Y EIAALEA KNAALKA EIAALEA KIAALKA GC EKEK INIT 65
P7A YG EIAALEA KNAALKA EIAALEA KNAALKA GC EKEK ININ 43
P7 SPED EIQALEE KNAQLKQ EIAALEE KNQALKY G EKEK ININ 13
P7SN EIQQOLEE KNSQLKQ EISQLEE KNQELKY G EKEK ININ 3
N8 Y KIAALKA ENAALEA KIAALKA EIAALEA GC KEKE INIT 59
P8A YG KIAALKA ENAALEA KIAALKA ENAALEA GGC KEKE ININ 38
P8 SPED KIAQLKE ENQQOLEQ KIQALKE ENAALEY G KEKE ININ 1
P8SN KISELKE ENQQLEQ KIQQLKE ENSQLEY G KEKE ININ 4
N5 Y EIAALEA KIAALKA KNAALKA EIAALEA GC EKKE TINI 61
P5A YG ENAALEA KIAALKA KNAALKA EIAALEA GC EKKE NINI 51
P5 SPED ENAALEE KIAQLKQ KNAALKE EIQALEY G EKKE NINI 20
P5SN ENSQLEE KISQLKQ KNSELKE EIQQLEY G EKKE NINI 4
N6 Y KIAALKA EIAALEA ENAALEA KIAALKA GC KEEK IINI 60
P6A YG KNAALKA EIAALEA ENAALEA KIAALKA GGC KEEK NINI 45
P6 SPED KNAALKE EIQALEE ENQALEE KIAOLKY G KEEK NINI 16
P6SN KNSELKE EIQQLEE ENQQLEE KISELKY G KEEK NINT 4

Legend: negative and positive amino acid residues are indicated with red and blue letters, respectively; asparagine is bolded;

* indicates that the value was calculated according to the method described by Agadir et al. %2,



Table S2. Amounts of transfected plasmids for HEK293T cells in each well of a multi-well plate. The empty
pcDNA3 plasmid vector was used to equalize total DNA amounts up to 250 ng (for 96-well plate), 2500 ng (for
6-well plate), 1000 ng (for 8- and 12-well plate).

Input plasmids Amount [ng]

Figure 1G (96-well plate)

Amount

Input plasmids Ing]

Input plasmids Amount [ng]

Input plasmids Amount [ng]

Figure 5B, 6B, 6D, S8A

Figure S4A (96-well plate)

cLuc:N7, or

Figure 3E, S6B (96-well plate)

Acceptor cells (6-well plate)

cLuc:N7,

N7:cLuc 30 cLuc:N7, cLuc:N7, or cluc:P7A, 30
nLuc:N8, or 30 cLuc:P7A, 30 cLuc:P7A, or 1000 N7:cLuc, or
N8:nLuc cLuc:P7, or cLuc:N1 P7A:cLuc
phRL-TK 5 cLuc:P7SN ACE2 0,20 nLuc:N8, or 60
Figures 1H, 11 (96-well plate) nLuc:N8 60 TMPRSS?2 0,30 N8:nlLuc
cLucN7, phRL-TK 5 Donor cells (6-well plate) phRL-TK 5
cLuc:P7A, 10-70 Figure 3G (96-well plate) nLuc:N8, or Figure S6A (96-well plate)
cLuc:N5, or i cLuc:P7 10 nLuc:P8A 1000 cLuc:P5 30
cLuc:P5A nLuc:N8 30 S-protein 0,10 N5 0-100
ntucimg, or 30 thL-T.K 5 Figure 5D nLuc:N6 30
nuuc: Figure 4B (96-well plate) Acceptor cells (8-well plate) th_L'TK 5
phRL-TK 5 TALE-A:NLS:NS, or 20 N8.GFPr, Figure S6C, S6D (96-well plate)
Figure 1J (96-well plate) TALE-ANLS:NG 3X(N8:GFP+), or 100 cLuc:P5 30
cLucN7, N7:NLS:VP18, P8-GFP; nLuc:NG 30
cluc:N5, N5:NLS:VP6 hRL-TK 5
i 30 , 1-100 ACE2 40 p
CIEUC:?Q or P7A:NLS:VP16 or TMPRSS2 20 Figure S7A (96-well plate)
cLucPS PSANLS.VP16 T 120 TALE-ANLSNG 110
nLuc:N8, or 30 phRL-TK 5 N7:NLS:VP16
nLuc:N6 Figure 4D (96-well plate) Donor cells (8-well plate) P7ANLS:VP16 o 30
PhRLTK 5 TALE-ANLSNG:NS 30 S-protein 25 P7:NLS:VP16
Figures 2A, 2B (96-well plate) N7:VP16 30 GFP1.1o:N7, or 100 hRL-TK 5
LucN7 : GFPP7 P
CLUCIN/, N5:KRAB, — Figure S7B (96-well plate)
cLuc:PTA, PSAKRAB, 03 mCherry 500 TALE-ANS or
cLuc:P7, or P5:KRAB, or : Figure 5E, 6E, S8B, S8C, S8D (12- . 30
: TALE-ANG
cLuc:P7SNcLuc:N5, 10-90 P5SN:KRAB well plate) N7:VP16 or
cLuc:P5A, phRL-TK 5 Acceptor cells (12-well plate) N5:VP16 30
g::”g:;gs%r Figure 4H (96-well plate) N8:GFP1, phRL-TK 5
uc: NI S-NE- :
TALE-A:NLS:N6:N8 30 3x(N8:GFP+1), or 650 5
nLuc:N8. or == P8:GFP Figure STE (96-well plate)
. 30 NZ:NLS:VP16 30 k TALE-A'NS 30,60, 90
nLUC:NG P5:KRAB 1 ACE2 250 NTVPIG 20
phRL-TK > N5:NS displacer TMPRSS2 50 N7NLS 050
Figures 2C, 2D (96-well plate) peptide 0-90 BFPNS 50 OhRLTK =
cLuc:N7, hRL-TK 5 Donor cells (12-well plate —
cLuc:P7A, == ure 4F (96-well plate) S-protein ( i ) Fure STF (96-well pate
cLucP? ] P - TALE-A:N8 30
y TALE-A:NLS:N6:N8 30 GFP1.10:N7, or -
cLuc:P7SN . 500 N7:VP16
. ' 10 P7A:VP16 30 GFP1.10:P7, ;
oLuc:N5, AVP = = P7AVP16 30
cLucP5A, F’:‘Zpﬁ -Jsplacer 070 ' P7:VP16
cLuc:P5, or N7NLS
cLuc:P5SN phRL-TK > P7AMS 0-50
nLuc:N8, or 30 PN
nLuc:N6 phRL-TK 5
phRL-TK 5 Figure S7C (96-well plate)
Figure 3C (96-well plate) TALE-A:NG:NS 30
cLuc:N7, N7:VPR 60
cLuc:P7A, 30 N5:KRAB
cLuc:P7, or P5A:KRAB 10
cLuc:P7SN P5:KRAB
nLuc:N8 60 P5SN:KRAB
N7 displacer 0, 80, 155 phRL-TK 5
peptide
phRL-TK 50
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Table S3. Statistical analyses data.

Figures

Test details Significance Summary  P-value

One-way ANOVA; Dunnett's multiple comparisons test

Figures

Test details Significance Summary  P-value

nLuc:N8 cLuc:N7; N7

One-way ANOVA; Dunnett's multiple comparisons test

TALE-A:NG:N8 N7:VP16, N5:KRAB

0 vs. n (for all tested amounts) Yes b <0,0001

TALE-A:NG:N8 N7:VP16, P5A:KRAB

0vs. 80 No ns 0.6788
0vs. 155 No ns 0.2292
nLuc:N8 cLuc:P7A; N7
0vs. 80 Yes b <0,0001
Fig3C O0vs. 155 Yes b <0,0001
nLuc:N8 cLuc:P7; N7
0vs. 80 Yes b <0,0001
0vs. 155 Yes b <0,0001
nLuc:N8 cLuc:P7SN; N7
0vs. 80 Yes b <0,0001
0vs. 155 Yes e <0,0001
One-way ANOVA; Dunnett’s multiple comparisons test
cLuc:N7 nLuc:N8; N7
0vs. 0.1 No ns 0.9861
0vs.0.2 No ns 0.9997
Ovs.0.4 No ns 0.8104
Ovs. 1 No ns >0,9999
Ovs.2 No ns 0.9997
. Ovs.5 No ns 0.5602
Fig 3E  0ys.10 Yes = 00037
One-way ANOVA Dunnett's multiple comparisons test
cLuc:P7A nLuc:N8; N7
0 vs. n (for all tested amounts) Yes b <0,0001
cLuc:P7 nLuc:N8; N7
0 vs. n (for all tested amounts) Yes b <0,0001
cLuc:P7SN nLuc:N8; N7
0 vs. n (for all tested amounts) Yes e <0,0001
One-way ANOVA, Dunnett's multiple comparisons test
nLuc:N8 cLuc:N7; N7
Ovs.5 Yes * 0.0072
Ovs. 25 Yes b <0,0001
0vs. 50 Yes <0,0001
nLuc:N8 cLuc:N7; P7A
Ovs. 5 No ns 0.5576
Ovs. 25 No ns 0.8284
0vs. 50 Yes * 0.0445
nLuc:N8 cLuc:N7; P7
Ovs.5 No ns 0.7673
0vs. 25 No ns 0.9968
0vs. 50 No ns 0.8588
nLuc:N8 cLuc:P7A; N7
0vs. 0.1 No ns 0.0575
Ovs. 1 Yes <0,0001
Ovs.5 Yes b <0,0001
nLuc:N8 cLuc: P7A; P7A
0vs. 0.1 Yes * 0.009
Ovs. 1 Yes b <0,0001
Ovs.5 Yes <0,0001
nLuc:N8 cLuc: P7A; P7
Fig 5B 0vs. 0.1 Yes 0.0003
Ovs. 1 Yes b <0,0001
Ovs.5 Yes <0,0001
nLuc:N8 cLuc:P7; N7
0vs. 0.1 No ns 0.1021
0vs. 0.2 Yes b <0,0001
0vs. 0.3 Yes b <0,0001
nLuc:N8 cLuc: P7; P7TA
0vs. 0.1 Yes i 0.0006
0vs. 0.2 Yes <0,0001

0vs. 0.3 Yes i <0,0001

nLuc:N8 cLuc: P7; P7

0 vs. n (for all tested amounts) Yes b <0,0001

nLuc:N8 cLuc:P7SN; N7

0vs. 0.1 No ns 0.276

0vs. 0.2 Yes e <0,0001
0vs. 0.3 Yes e <0,0001
nLuc:N8 cLuc: P7SN; P7A

0vs. 0.1 Yes * 0.0167
0vs. 0.2 Yes b <0,0001
0vs. 0.3 Yes b <0,0001
nLuc:N8 cLuc: P7SN; P7

0 vs. n (for all tested amounts) Yes i <0,0001

Figd4D 0 vs. n (for all tested amounts) Yes i <0,0001
TALE-A:N6:N8 N7:VP16, P5:KRAB
0 vs. n (for all tested amounts) Yes h 0.001
TALE-A:N6:N8 N7:VP16, P5SN:KRAB
0 vs. n (for all tested amounts) Yes ek <0,0001

One-way ANOVA; Dunnett's multiple comparisons test

Fig 4F TALE-A:N6:N8 P7A:VP16,

N7NS:KRAB

0 vs. n (for all tested amounts) Yes bkl <0,0001

One-way ANOVA; Dunnett's multiple comparisons test

-vs.0 Yes B <0,0001
. -vs. 10 Yes i <0,0001

Figdt 530 No ns 0.2404
- vs. 50 No ns 0.2701
- vs. 70 Yes b 0.0004
Paired t-test, two-tailed
TALE-A:N6 N5:VP16 vs.

Fig S6B N7:VP16 ves <0,0001
Lél.\}EPq‘\GNG N8:VP16 vs. Yes <0,0001
One-way ANOVA; Dunnett's multiple comparisons test
TALE-A:N8 N7:VP16, N7NS
0 vs. n (for all tested amounts) Yes Bl <0,0001
TALE-A:N8 N7:VP16, N7NS

Fig S6C 0 vs. n (for all tested amounts)  Yes b <0,0001
TALE-A:N8 N7:VP16, N7NS
Ovs. 10 No ns 0.0638
0vs. 30 Yes i <0,0001
0vs. 50 Yes <0,0001
One-way ANOVA; Dunnett's multiple comparisons test
TALE-A:N8 N7:VP16, N7NS
0 vs. n (for all tested amounts) Yes e <0,0001
TALE-A:N8 P7A:VP16, N7NS
0 vs. n (for all tested amounts) Yes o <0,0001
TALE-A:N8 P7:VP16, N7NS
0 vs. n (for all tested amounts) Yes il <0,0001
TALE-A:N8 N7:VP16, PTANLS
Ovs. 10 No ns 0.086
Ovs. 30 Yes > 0.0011
0vs. 50 Yes 0.0002

Fig S6D TALE-A:N8 P7A:VP16, P7ANLS
0 vs. n (for all tested amounts) Yes il <0,0001
TALE-A:N8 P7:VP16, PTANS
0 vs. n (for all tested amounts) Yes Bl <0,0001
TALE-A:N8 N7:VP16, P7NS
Ovs. 10 No ns 0.9364
0vs. 30 No ns 0.0507
0vs. 50 Yes * 0.0018
TALE-A:N8 P7A:VP16, PTNS
0 vs. n (for all tested amounts) Yes Bl <0,0001
TALE-A:N8 P7:VP16, PTNS
0 vs. n (for all tested amounts) Yes i <0,0001
One-way ANOVA; Dunnett's multiple comparisons test
TALE-A:N8 N7:VPR

Fig S6F vs. N5:KRAB Yes i <0,0001
- vs. P5A:.KRAB Yes <0,0001
- vs. P5:KRAB Yes i <0,0001
- vs. P5SN:KRAB Yes i <0,0001
Paired t-test, two-tailed

Fig 5B nLuc:N8 cLuc:N7 vs.

’ nLuc:P8A cLuc:P7A No ns 08335
One-way ANOVA; Dunnett's multiple comparisons test

Fig 6B  Spike nLuc:P8A, TMRSS2 ACE2 cLuc:P7A, Camostat
0 vs. n (for all tested amounts) Yes ki <0,0001
One-way ANOVA; Dunnett's multiple comparisons test

Fig 6D  Spike nLuc:P8A, TMRSS2 ACE2 cLuc:P7A, RBD

0 vs. n (for all tested amounts) Yes il <0,0001
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Table S4. The list of plasmids used in this study.

Plasmid name (amino acid sequence)

Myc:N7

M EQKLISEEDL GEIAALEAKNAALKAEIAALEAKIAALKAGY*

red: Myc tag; black: N7

Myc:P7A

M EQKLISEEDL GEIAALEAKNAALKAEIAALEAKNAALKAGCY*

red: Myc tag; black: P7

Myc:P7

M EQKLISEEDL EIQALEEKNAQLKQEIAALEEKNQALKYG*

red: Myc tag; black: P7

Myc:P7SN

M EQKLISEEDL EIQQLEEKNSQLKQEISQLEEKNQELKYG*

red: Myc tag; black: P7SN

Myc:N7Q

M EQKLISEEDL GEIAALEQKNAALKQEIAALEQKIAALKQGC*

red: Myc tag; black: N7Q

N7:gs linker:cLuc:gs linker:HA

M GEIAALEAKNAALKAEIAALEAKIAALKAGY GGSGGGSGGS GSG
Y PDYA*

black: N7; dark blue: gs linker; : ; green:HA tag

N7Q:gs linker:cLuc:gs linker: HA

M GEIAALEQKNAALKQEIAALEQKIAALKQGC GGSGGGSGGS GSG
Y PDYA*

black: N7Q; dark blue: gs linker; : ; green:HA tag

P7A:gs linker:cLuc:gs linker:HA

M GEIAALEAKNAALKAEIAALEAKNAALKAGC GGSGGGSGGS SGSG
YPYDVPDYA*

black: P7A; dark blue: gs linker; : ; green:HA tag

P7:gs linker:cLuc:gs linker:HA

M EIQALEEKNAQLKQETIAALEEKNQALKYG GGSGGGSGGS SGSG
YPYDVPDYA*

black: P7; dark blue: gs linker; : ; green:HA tag

P7SN:gs linker:cLuc:gs linker:HA

M EIQQLEEKNSQLKQEISQLEEKNQELKYG GGSGGGSGGS SGSG
YPYDVPDYA*

black: P7SN; dark blue: gs linker; : ; green:HA tag

cLuc:Myc:N7
M

EQKLISEEDL GEIAALEAKNAALKAETAALEAKIAALKAGY

; red:Myc tag; dark blue: gs linker; black: N7

cLuc:Myc: N7Q
M

EQKLISEEDL GEIAALEQKNAALKQETAALEQKIAALKQGC

; red:Myc tag; dark blue: gs linker; black: N7

cLuc:Myc: P7A
M EQKLISEEDL GEIAALEAKNAALKAEIAALEAKNAALKAGC

; red:Myc tag; dark blue: gs linker; black: N7

cLuc:Myc: P7
M EQKLISEEDL EIQALEEKNAQLKQEIAALEEKNQALKYG

; red:Myc tag; dark blue: gs linker; black: N7

cLuc:Myc: P7SN
M EQKLISEEDL EIQQLEEKNSQLKQEISQLEEKNQELKYG

; red:Myc tag; dark blue: gs linker; black: N7

nLuc:myc:gs linker:N8

MGSGEDAKNIKKGPAPFYPLEDGTAGEQLHKAMKRYALVPGTIAFTDAHIEVDITYAEYFEMSVRLAEAMKRYGLNTNHRIVVCSENSLQFFMPVLGALFIGVAVAPAND
IYNERELLNSMGISQPTVVEVSKKGLOKILNVQKKLPIIQKIIIMDSKTDYQGFQSMYTEFVTSHLPPGENEYDFVPESFDRDKTIALIMNSSGSTGLPKGVALPHRTACV
RFSHARDPIFGNQIIPDTAILSVVPFHHGFGMFTTLGYLICGFRVVLMYRFEEELFLRSLODYKIQSALLVPTLFSFFAKSTLIDKYDLSNLHEIASGGAPLSKEVGEAV
AKRFHLPGIRQGYGLTETTSAILITPEGDDKPGAVGKVVPFFEAKVVDLDTGKTLGVNQRGELCVRGPMIMSGYVNNPEATNALIDKDGWLHSGDIAYWDEDEHFFIVDR
LKSLIKYKGYQVAPAELESILLQHPNIFDAGVAGLPDDDAGELPAAVVVLEHGK EQKLISEEDL GGSGG YGKIAALKAENAALEAKIAALKAEIAALEAGY*

purple: N terminal of split luciferase nLuc; red: Myc tag; dark blue: gs linker; black: N8

N8:myc: gs linker:nLuc

M YGKIAALKAENAALEAKIAALKAEIAALEAGY EQKLISEEDL GGSGGGSG
EDAKNIKKGPAPFYPLEDGTAGEQLHKAMKRYALVPGTIAFTDAHIEVDITYAEYFEMSVRLAEAMKRYGLNTNHRIVVCSENSLQFFMPVLGALFIGVAVAPANDIYNE
RELLNSMGISQPTVVEFVSKKGLOKILNVQKKLPIIQKIIIMDSKTDYQGFQSMYTFVTSHLPPGFNEYDFVPESFDRDKTIALIMNSSGSTGLPKGVALPHRTACVRESH
ARDPIFGNQIIPDTAILSVVPFHHGFGMFTTLGYLICGFRVVLMYRFEEELFLRSLODYKIQSALLVPTLFSFFAKSTLIDKYDLSNLHEIASGGAPLSKEVGEAVAKRE
HLPGIRQGYGLTETTSAILITPEGDDKPGAVGKVVPFFEAKVVDLDTGKTLGVNQRGELCVRGPMIMSGYVNNPEATNALIDKDGWLHSGDIAYWDEDEHFFIVDRLKSL
IKYKGYQVAPAELESILLQHPNIFDAGVAGLPDDDAGELPAAVVVLEHGK*

purple: N terminal of split luciferase nLuc; red: Myc tag; dark blue: gs linker; black: N8

His:TALE-A:NLS:gs lineker:N8

M HHHHHH

DYKDHDGDYKDHDIDYKDDDDKMAPKKKRKVGIHRGVPMVDLRTLGYSQQQQOEKIKPKVRSTVAQHHEALVGHGFTHAHIVALSQHPAALGTVAVKYQDMIAALPEATHE
AIVGVGKQWSGARALEALLTVAGELRGPPLQLDTGQLLKIAKRGGVTAVEAVHAWRNALTGAPLNLTPDQVVAIASNGGGKQALETVQRLLPVLCQDHGLTPEQVVAIAS
NGGGKQALETVQRLLPVLCQAHGLTPDQVVATIASNIGGKQALETVQRLLPVLCQAHGLTPAQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPDQVVAIASNGGGKQAL

13



ETVORLLPVLCODHGLTPEQVVAIANNNGGKQALETVOQRLLPVLCQAHGLTPDQVVAIASHDGGKQALETVORLLPVLCQAHGLTPAQVVAIASNGGGKQALETVQORLLP
VLCQODHGLTPDQVVAIANNNGGKQALETVQRLLPVLCQDHGLTPEQVVATIASHDGGKQALETVQRLLPVLCQAHGLTPDQVVATIASNGGGKQALETVQRLLPVLCQAHGL
TPAQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPDQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPEQVVATIASHDGGKQALETVQRLLPVLCQAHGLTPDQVVAT
ANNNGGKQALETVQRLLPVLCQAHGLTPAQVVATASHDGGKQALETVQRLLPVLCQDHGLTPEQVVATIASNGGGRPALESIVAQLSRPDPALAALTNDHLVALACLGGRP
ALDAVKKGLPHAPALIKRTNRRIPERTSHRVAGS DPKKKRKV GGSGGGSGGS YKIAALKAENAALEAKIAALKAEIAALEAGC*

magenta: his tag; orange: TALA; dark blue: gs linker; ; black: N8

N7:gs linker:NLS:VP16:AU1

M GEIAALEAKNAALKAEIAALEAKIAALKAGY GGSGGGSGGS
APPTDVSLGDELHLDGEDVAMAHADALDDFDLDMLGDGDSPGPGFTPHDSAPYGALDMADFEFEQMFTDALGIDEYGG *

black:N7; dark blue:gs linker; ; dark green VP16 activation domain;

N7Q:gs linker:NLS:VP16:AY1

M GEIAALEQKNAALKQEIAALEQKIAALKQGC GGSGGGSGGS DPKKKRE
APPTDVSLGDELHLDGEDVAMAHADALDDFDLDMLGDGDSPGPGFTPHDSAPYGALDMADFEFEQMFTDALGIDEYGG *

black:N7Q; dark blue:gs linker; ; dark green VP16 activation domain;

P7A:gs linker:NLS:VP16:AY1

M GEIAALEAKNAALKAEIAALEAKNAALKAGC GGSGGGSGGS
APPTDVSLGDELHLDGEDVAMAHADALDDFDLDMLGDGDSPGPGFTPHDSAPYGALDMADFEFEQMEFTDALGIDEYGG *

black:P7A; dark blue:gs linker; ; dark green VP16 activation domain;

P7:gs linker:NLS:VP16:AV!

M EIQALEEKNAQLKQEIAALEEKNQALKYG GGSGGGSGGS
APPTDVSLGDELHLDGEDVAMAHADALDDFDLDMLGDGDSPGPGFTPHDSAPYGALDMADFEFEQMEFTDALGIDEYGG

black:P7; dark blue:gs linker; ; dark green VP16 activation domain;

P78N:gs linker:NLS:VP16:AY!

M EIQQLEEKNSQLKQEISQLEEKNQELKY GGSGGGSGGS
APPTDVSLGDELHLDGEDVAMAHADALDDFDLDMLGDGDSPGPGFTPHDSAPYGALDMADFEFEQMETDALGIDEYGG *

black:P7SN; dark blue:gs linker; ; dark green VP16 activation domain;

Myc:N7:NLS

M EQKLISEEDL GEIAALEAKNAALKAEIAALEAKIAALKAGY *

red: Myc tag; Black: N7;

Myc:N7Q:NLS

M EQKLISEEDL GEIAALEQKNAALKQEIAALEQKIAALKQGC *

red: Myc tag; Black: N7Q;

Myc:P7ANLS

M EQKLISEEDL GEIAALEAKNAALKAETIAALEAKNAALKAGC *

red: Myc tag; Black: P7A;

Myc:P7:NLS

M EQKLISEEDL EIQALEEKNAQLKQEIAALEEKNQALKYG *

red: Myc tag; Black: P7;

Myc:P7SN:NLS

M EQKLISEEDL EIQQLEEKNSQLKQEISQLEEKNQELKYG *

red: Myc tag; Black: P7SN;

nLuc:P8A

MGSGEDAKNIKKGPAPFYPLEDGTAGEQLHKAMKRYALVPGTIAFTDAHIEVDITYAEYFEMSVRLAEAMKRYGLNTNHRIVVCSENSLQFFMPVLGALFIGVAVAPAND
IYNERELLNSMGISQPTVVEVSKKGLOKILNVQKKLPIIQKIIIMDSKTDYQGFQSMYTEFVTSHLPPGENEYDFVPESFDRDKTIALIMNSSGSTGLPKGVALPHRTACV
RFSHARDPIFGNQIIPDTAILSVVPFHHGFGMFTTLGYLICGFRVVLMYRFEEELFLRSLODYKIQSALLVPTLFSFFAKSTLIDKYDLSNLHEIASGGAPLSKEVGEAV
AKRFHLPGIRQGYGLTETTSAILITPEGDDKPGAVGKVVPFFEAKVVDLDTGKTLGVNQRGELCVRGPMIMSGYVNNPEATNALIDKDGWLHSGDIAYWDEDEHFFIVDR
LKSLIKYKGYQVAPAELESILLQHPNIFDAGVAGLPDDDAGELPAAVVVLEHGK EQKLISEEDL GGSGG KIAALKAENAALEAKIAALKAENAALEAGGC

purple: N terminal of split luciferase nLuc; red: Myc tag; dark blue: gs linker; black: P8A

cLuc:N5
EQKLISEEDL GEIAALEAKIAALKAKNAALKAEIAALEAGY
: ; red:Myc tag; dark blue: gs linker; black: N5
cLuc:P5A
M EQKLISEEDL, ENAALEAKIAALKAKNAALKAETAALEA
: ; red:Myc tag; dark blue: gs linker; black: P5A
cLuc:P5
M EQKLISEEDL, SPEDENAALEEKIAQLKQKNAALKEEIQALEYG
: ; red:Myc tag; dark blue: gs linker; black: P5
cLuc:myc:P5SN
M EQKLISEEDL ENSQLEEKISQLKQKNSELKEEIQQLE
: ; red:Myc tag; dark blue: gs linker; black: P5SN
nLuc:P6A

MGSGEDAKNIKKGPAPFYPLEDGTAGEQLHKAMKRYALVPGTIAFTDAHIEVDITYAEYFEMSVRLAEAMKRYGLNTNHRIVVCSENSLOQFFMPVLGALFIGVAVAPAND
IYNERELLNSMGISQPTVVEVSKKGLOKILNVQKKLPIIQKIIIMDSKTDYQGFQSMYTEFVTSHLPPGENEYDEFVPESFDRDKTIALIMNSSGSTGLPKGVALPHRTACV
REFSHARDPIFGNQIIPDTAILSVVPFHHGFGMFTTLGYLICGFRVVLMYRFEEELFLRSLODYKIQSALLVPTLFSFFAKSTLIDKYDLSNLHEIASGGAPLSKEVGEAV
AKRFHLPGIRQGYGLTETTSAILITPEGDDKPGAVGKVVPFFEAKVVDLDTGKTLGVNQRGELCVRGPMIMSGYVNNPEATNALIDKDGWLHSGDIAYWDEDEHFFIVDR
LKSLIKYKGYQVAPAELESILLQHPNIFDAGVAGLPDDDAGELPAAVVVLEHGK EQKLISEEDL GGSGG GKNAALKAEIAALEAENAALEAKIAALKAGGC

purple: N terminal of split luciferase nLuc; red: Myc tag; dark blue: gs linker; black:P6A

nLuc:N6

MGSGEDAKNIKKGPAPFYPLEDGTAGEQLHKAMKRYALVPGTIAFTDAHIEVDITYAEYFEMSVRLAEAMKRYGLNTNHRIVVCSENSLQFFMPVLGALFIGVAVAPAND
IYNERELLNSMGISQPTVVEVSKKGLOKILNVQKKLPIIQKIIIMDSKTDYQGFQSMYTEFVTSHLPPGENEYDEFVPESFDRDKTIALIMNSSGSTGLPKGVALPHRTACV
REFSHARDPIFGNQIIPDTAILSVVPFHHGFGMFTTLGYLICGFRVVLMYRFEEELFLRSLODYKIQSALLVPTLFSFFAKSTLIDKYDLSNLHEIASGGAPLSKEVGEAV
AKRFHLPGIRQGYGLTETTSAILITPEGDDKPGAVGKVVPFFEAKVVDLDTGKTLGVNQRGELCVRGPMIMSGYVNNPEATNALIDKDGWLHSGDIAYWDEDEHFFIVDR
LKSLIKYKGYQVAPAELESILLOQHPNIFDAGVAGLPDDDAGELPAAVVVLEHGK EQKLISEEDL GGSGG KIAALKAEIAALEAENAALEAKIAALKAG*

purple: N terminal of split luciferase nLuc; red: Myc tag; dark blue: gs linker; black:N6

N5:gs linker:NLS:VP16:AU1
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M GEIAALEAKIAALKAKNAALKAEIAALEAGY GGSGGGSGGS
APPTDVSLGDELHLDGEDVAMAHADALDDFDLDMLGDGDSPGPGFTPHDSAPYGALDMADFEFEQMFTDALGIDEYGG *

black:N5; dark blue:gs linker; ; dark green VP16 activation domain;

P5A: gs linker:NLS:VP16:AV!

M ENAALEAKIAALKAKNAALKAEIAALEA GGSGGGSGGS
APPTDVSLGDELHLDGEDVAMAHADALDDFDLDMLGDGDSPGPGFTPHDSAPYGALDMADFEFEQMFTDALGIDEYGG *

black:P5A; dark blue:gs linker; ; dark green VP16 activation domain;

P5: gs linker:NLS:VP16:AY1

M SPEDENAALEEKIAQLKQKNAALKEEIQALEYG GGSGGGSGGS
APPTD GDELHLDGEDVAMAHADALDDFDLDMLGDGDSPGPGFTPHDSAPYGALDMADFEFEQMETDALGIDEYGG *

black:P5; dark blue:gs linker; ; dark green VP16 activation domain;

P5SN: gs linker:NLS:VP16:AY1

M ENSQLEEKISQLKQKNSELKEEIQQLE GGSGGGSGGS
APPTD GDELHLDGEDVAMAHADALDDFDLDMLGDGDSPGPGFTPHDSAPYGALDMADFEFEQMEFTDALGIDEYGG *

black:CC; dark blue:gs linker; ; dark green VP16 activation domain;

Myc:N5NLS

M EQKLISEEDL GEIAALEAKIAALKAKNAALKAEIAALEAGY *

red: Myc tag; Black: N5;

Myc:P5ANLS

M EQKLISEEDL ENAALEAKIAALKAKNAALKAEIAALEA *

red: Myc tag; Black: P5A;

Myc:P5N-S

M EQKLISEEDL SPEDENAALEEKIAQLKQKNAALKEEIQALEYG *

red: Myc tag; Black: P5;

Myc:PSSNNLS

M EQKLISEEDL ENSQLEEKISQLKQKNSELKEEIQQLE *

red: Myc tag; Black: P5SN;

Myc:N5:KRAB

M EQKLISEEDL GEIAALEAKIAALKAKNAALKAEIAALEAGY

PKKKRKV IIKNKEGMDAKSLTAWSRTLVTFKDVEVDFTREEWKLLDT VYRNVMLENYKNLV )LTKPDVILRLEKGEEPWLVERE
HQETHP *
red: Myc tag; Black: N5; orange: KRAB suppressino domain;
Myc:P5A:KRAB
M EQKLISEEDL ENAALEAKIAALKAKNAALKAEIAALEA
IIKNKEGMDAKSLTAWSRTLVTFKDVFVDETREEWKLLD ILRLEKGE
*
red Myc tag; Black P5A orange: KRAB suppressino domain;
Myc:P5:KRAB
M EQKLISEEDL SPEDENAALEEKIAQLKQKNAALKEEIQALEYG
PKKKRKY IIKNKEGMD RTLVTFKDVFVDFTREEWKLLD VYRNVMLENYKN TKPDVILRLEKGE
HQETHP *
red: Myc tag; Black P5; orange: KRAB suppressino domain;
Myc:P5SN:KRAB

M EQKLISEEDL ENSQLEEKISQLKQKNSELKEEIQQLE
g [ TKNKEGMDAKS
*

RTLVTFKDVEVDEFTRE YRNVMLENYKN

RLEKGEEPWLVERE

red Myc tag; Black: P5SN; orange: KRAB suppressino domain;

His: TALE-A:NLS:gs lineker:N6 (TALE-A:NG)

M HHHHHH

DYKDHDGDYKDHDIDYKDDDDKMAPKKKRKVGIHRGVPMVDLRTLGYSQQQQEKIKPKVRSTVAQHHEALVGHGFTHAHIVALSQHPAALGTVAVKYQDMIAALPEATHE
AIVGVGKQWSGARALEALLTVAGELRGPPLOLDTGQLLKIAKRGGVTAVEAVHAWRNALTGAPLNLTPDQVVAIASNGGGKQALETVQRLLPVLCQDHGLTPEQVVAIAS
NGGGKQALETVQRLLPVLCQAHGLTPDQVVAIASNIGGKQALETVQRLLPVLCQAHGLTPAQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPDQVVAIASNGGGKQAL
ETVORLLPVLCQDHGLTPEQVVAIANNNGGKQALETVQRLLPVLCQAHGLTPDQVVAIASHDGGKQALETVQRLLPVLCQAHGLTPAQVVAIASNGGGKQALETVQRLLP
VLCQDHGLTPDQVVAIANNNGGKQALETVQRLLPVLCQDHGLTPEQVVAIASHDGGKQALETVQRLLPVLCQAHGLTPDQVVAIASNGGGKQALETVQRLLPVLCQAHGL
TPAQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPDQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPEQVVAIASHDGGKQALETVQRLLPVLCQAHGLTPDQVVATL
ANNNGGKQALETVQRLLPVLCQAHGLTPAQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPEQVVAIASNGGGRPALESIVAQLSRPDPALAALTNDHLVALACLGGRP

ALDAVKKGLPHAPALIKRTNRRIPERTSHRVAGS DPKKKRKV GGSGGGSGGS KIAALKAEIAALEAENAALEAKIAALKAG*
magenta: his tag; orange: TALA; dark blue: gs linker; ; black: N6

His: TALE-A:NLS:gs lineker:N6:linker:N8 (TALE-A:N6:N8)

M HHHHHH

DYKDHDGDYKDHDIDYKDDDDKMAPKKKRKVGIHRGVPMVDLRTLGYSQQQQEKIKPKVRSTVAQHHEALVGHGFTHAHIVALSQHPAALGTVAVKYQDMIAALPEATHE
AIVGVGKQWSGARALEALLTVAGELRGPPLQLDTGQLLKIAKRGGVTAVEAVHAWRNALTGAPLNLTPDQVVAIASNGGGKQALETVQRLLPVLCQDHGLTPEQVVAIAS
NGGGKQALETVQRLLPVLCQAHGLTPDQVVAIASNIGGKQALETVQRLLPVLCQAHGLTPAQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPDQVVAIASNGGGKQAL
ETVQRLLPVLCQDHGLTPEQVVAIANNNGGKQALETVQRLLPVLCQAHGLTPDQVVAIASHDGGKQALETVQRLLPVLCQAHGLTPAQVVAIASNGGGKQALETVQRLLP
VLCQDHGLTPDQVVAIANNNGGKQALETVQRLLPVLCODHGLTPEQVVAIASHDGGKQALETVQRLLPVLCQAHGLTPDQVVAIASNGGGKQALETVQRLLPVLCQAHGL
TPAQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPDQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPEQVVAIASHDGGKQALETVQRLLPVLCQAHGLTPDQVVATL
ANNNGGKQALETVQRLLPVLCQAHGLTPAQVVAIASHDGGKQALETVQRLLPVLCQDHGLTPEQVVAIASNGGGRPALESIVAQLSRPDPALAALTNDHLVALACLGGRP

ALDAVKKGLPHAPALTKRTNRRIPERTSHRVAGS DPKKKRKV GGSGGGSGGS KIAALKAEIAALEAENAALEAKIAALKAG GGSGGGSGGS
YKIAALKAENAALEAKIAALKAETAALEAGC*

magenta: his tag; orange: TALA; dark blue: gs linker; ; black: N6 and N8

CoV-2 Spike-protein

M
FLLTTKRTMFVFLVLLPLVS
GWLEGTTLDSK

VNLTTRTQLPPAYTNSFTRGVYYPDKVEE VLHSTQDLEFLPFFSNVIWFHATIHVSGTNGTKRFDNPVLPENDGVYFASTEKSNIIR
SLLIVNNATNVVIKVCEFQFCNDPFLGVYYHKNNKSWMESEFRVYSSANNCTFEYVSQPFLMDLEGKQGNFKNLREVFKNIDGYFKIYSKHTPINLV
DLPIGINITRFQTLLALHRSYLTPG A YVGYLQPRTFLLKYNENGTITDAVDCALDPLSETKCTLKSFEFTY GIYQTSNFRVQPT
NC SEFVIRGDEVRQIAPGQTGKIADYNYKLPDDETGCV
LSFELLHAPA PKKSTNLVKNK
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NGLTGTGVLTESNKKFLPFQQFGRDIADTTDAVRDPQTLEILDITPCSFGGVSVITPGTNTSNQVAVLYQDVNCTEVPVAIHADQLTPTWRVYSTGSNVFQTRAGCLIGA

GFIAGLIAIVMVTIMLCCM

Dark red:S1; blue: S2 '

hACE2

MSSSSWLLLSLVAVTAAQSTIEEQAKTFLDKFNHEAEDLFYQSSLASWNYNTNITEENVONMNNAGDKWSAFLKEQSTLAQMYPLOETIQONLTVKLQLOALQONGSSVLSE
DKSKRLNTILNTMSTIYSTGKVCNPDNPQECLLLEPGLNEIMANSLDYNERLWAWESWRSEVGKQLRPLYEEYVVLKNEMARANHYEDYGDYWRGDYEVNGVDGYDYSRG
QLIEDVEHTFEEIKPLYEHLHAYVRAKLMNAYPSYISPIGCLPAHLLGDMWGREFWTNLYSLTVPFGQKPNIDVTDAMVDQAWDAQRIFKEAEKFFVSVGLPNMTQGEFWEN
SMLTDPGNVQKAVCHPTAWDLGKGDFRILMCTKVTMDDFLTAHHEMGHIQYDMAYAAQPFLLRNGANEGFHEAVGEIMSLSAATPKHLKSIGLLSPDFQEDNETEINFLL
KQALTIVGTLPFTYMLEKWRWMVFKGEIPKDQWMKKWWEMKREIVGVVEPVPHDETYCDPASLFHVSNDYSFIRYYTRTLYQFQFQEALCQAAKHEGPLHKCDISNSTEA
GOKLFNMLRLGKSEPWTLALENVVGAKNMNVRPLLNYFEPLFTWLKDONKNSFVGWSTDWSPYADQSIKVRISLKSALGDKAYEWNDNEMYLFRSSVAYAMRQYFLKVKN
QOMILFGEEDVRVANLKPRISENFFVTAPKNVSDIIPRTEVEKAIRMSRSRINDAFRLNDNSLEFLGIQPTLGPPNQPPVSIWLIVFGVVMGVIVVGIVILIFTGIRDRKK
KNKARSGENPYASIDISKGENNPGFQNTDDVQTSFE*

hTMPRSS?2 (SinoBiological)

MALNSGSPPAIGPYYENHGYQPENPYPAQPTVVPTVYEVHPAQYYPSPVPQYAPRVLTQASNPVVCTQPKSPSGTVCTSKTKKALCITLTLGTFLVGAALAAGLLWKEMG
SKCSNSGIECDSSGTCINPSNWCDGVSHCPGGEDENRCVRLYGPNFILQVYSSQRKSWHPVCQODDWNENYGRAACRDMGYKNNEYSSQGIVDDSGSTSFMKLNTSAGNVD
IYKKLYHSDACSSKAVVSLRCIACGVNLNSSRQSRIVGGESALPGAWPWQVSLHVONVHVCGGSIITPEWIVTAAHCVEKPLNNPWHWTAFAGILRQSFMFYGAGYQVEK
VISHPNYDSKTKNNDIALMKLOQKPLTENDLVKPVCLPNPGMMLQPEQLCWISGWGATEEKGKTSEVLNAAKVLLIETQRCNSRYVYDNLITPAMICAGEFLQGNVDSCQGD
SGGPLVTSKNNIWWLIGDTSWGSGCAKAYRPGVYGNVMVFTDWIYRQMRADG GGGS EQKLISEEDL*

Black: hMPRSS2; dark blue: gs linker; red:Myc tag

GFP1-10:gs linker:N7 (GFP1.10:N7)

SKGEELFTGVVPILVELDGDVNGHKFSVRGEGEGDATIGKLTLKFICTTGKLPVPWPTLVTTLTYGVQCFSRYPDHMKRHDFFKSAMPEGYVQERTISFKDDGKYKTRAV
VKFEGDTLVNRIELKGTDFKEDGNILGHKLEYNENSHNVYITADKQKNGIKANFTVRHNVEDGSVQLADHYQONTPIGDGPVLLPDNHYLSTQTVLSKDPNEKSGSGSGS
GSSGGSGSGEIAALEAKNAALKAEIAALEAKIAALKAGY*

Green: GFP(1-10); dark blue: gs Linker; black:N7

GFP1-10:gs linker:P7 (GFP1-10:P7)

SKGEELFTGVVPILVELDGDVNGHKFSVRGEGEGDATIGKLTLKFICTTGKLPVPWPTLVTTLTYGVQCFSRYPDHMKRHDFFKSAMPEGYVQERTISFKDDGKYKTRAV
VKFEGDTLVNRIELKGTDFKEDGNILGHKLEYNENSHNVYITADKQKNGIKANFTVRHNVEDGSVQLADHYQONTPIGDGPVLLPDNHYLSTQTVLSKDPNEKSGSGSGS
GSSGGSGSGEIQALEEKNAQLKQEIAALEEKNQALKYG*

Green: GFP(1-10); dark blue: gs Linker; black:P7

HisN8:gs linker:GFP11 (N8:GFP11)

M HHHHHH YGKIAALKAENAALEAKIAALKAETIAALEAGY GGSGGGSG RDH

magenta: his tag; dark blue: gs linker; black: N8;

HisP8:gs linker:GFP11 (P8:GFP11)

M HHHHHH KIAQLKE ENQQLEQ KIQALKE ENAALEY GGSGGGSG RDHMVLHE

magenta: his tag; dark blue: gs linker; black: P8;

His(N8:gs linker:GFP11)3 (3%(N8:GFP11))

M HHHHHH YGKIAALKAENAALEAKIAALKAEIAALEAGY GGSGGGSG RDH HEYVNAAGIT GSGGGSG YGKIAALKAENAALEAKIAALKA EIAALEAGY
GGSGGGSG RDI LHEYVNAAGIT GGSGGGSG YGKIAALKAENAALEAKIAALKAEIAALEAGY GGSGGGSG R JLHEYV SIT

magenta: his tag; dark blue: gs linker; black: N8;
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