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Supplementary Methods

Determination of ErbB3-ErbB3 homodimer fractions in CHO-ErbB3 cell line: Binding of
unlabeled ErbB3-Fab as well as binding of different amounts of AF488-ErbB3 Fab and AF647-
ErbB3 Fab to ErbB3 yields an underestimation of determined ErbB3 homodimer fractions. By
assuming the presence of plasma membrane structures containing either one or two ErbB3
molecule(s) and that all ErbB3 molecules are labeled by a Fab, the true number of
homodimers can be estimated by a simple mathematical correction of experimentally
determined apparent homodimer fractions. Observables in two-color TOCCSL experiments
are the number of ErbB3 signals in the red and green color channel, Sg and Sg, the amount of
visible ErbB3 homo-dimers corrected for false-positives, Scooc, and the fraction of unlabeled
(“white”) Fabs, p,,.

For simultaneous labeling of ErbB3 via Fabs carrying red and green dyes at the same time,

the overall probability p,, of a protein remaining unlabeled is estimated by

, (1)
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where w,. and w; is the fraction of unlabeled (“white”) protein in a sample labeled with
either red or green dyes only (see section Determination of the fraction of labeled Fabs
bound to ErbB3).

The probability of a protein being labeled red or green, respectively, is estimated by

pr = (1= py) —2_ and py = (1—py)—5- (2)
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Let R, G and W denote a red, green and white label, respectively. All possible combinations

for labeling a dimer and their respective probabilities are given as follows:

Label RR RG RW GR GG GW WR 4 ww

Probability |  p? PrPg | PrPw | PgPr Pé | PgPw | PwPr | Pwbg | P&

In the two-color TOCCSL experiment only the labels RG and GR can be detected as co-
localized spots, the number of which is given by S.,;,c- All other dimer combinations are
missed. Dimers carrying the labels RR, RW and WR are detected as red monomers, dimers
labeled GG, GW or WG are detected as green monomers. WW dimers are not detected at all.
Let Dgr, Dre, Drw, Dcr, D, Dew, Dwr, Dwe and Dy denote the number of dimers in the
sample that are labeled RR, RG, RW, GR, GG, GW, WR, WG and WW, respectively. The

number of dimers in the sample is given by




— jaoloc . (3)
PrPg

The numbers of red and green monomers, Mg and Mg, can be calculated as
Mgp = Sgr = Scotoc = Drr — Drw — Dwr (4)
Mg =S¢ — Scotoc = Do — Dew — Dwe - (5)
Mg and Mg represent the numbers of red and green labeled monomers, respectively, which

can be written as

Mg =M -p, and Mgz =M-p, , (6)
where M is the total number of monomers in the sample. These equations are equivalent to
M="2R="6 (7)
Dr Dg

In a real experiment, however, the red and green monomers might not be present in exactly
this ratio. Therefore, the total number of monomers can be estimated by averaging the two

values:

M=1G@+ﬂ%. (8)
2\ pr Pg

Finally, the relative frequency of dimers, i.e. the ErbB3-ErbB3 homodimer fraction in CHO-

ErbB3 cells, is given by

D
Dfrac =5 (9)

M+D
Determination of ErbB3-ErbB3 homodimer fractions in CHO-ErbB2-ErbB3 cell line: The
labeling procedure was the same as for CHO-ErbB3 cells, i.e. ErbB3 was competitively
labeled with Fab fragments conjugated with either red or green dyes (AF647 and AF488).

Hence, the probability p}" of a protein remaining unlabeled is estimated in the same way as
for the case of CHO-ErbB3 cells (see equation (1)). The probability p7, p‘lgof an ErbB3 protein
being labeled red or green, respectively, is estimated from the numbers of red and green

signals, analogously to equation (2).

The amount of red and green signals SX and S¢, respectively, is given by

S§ = Mg + Dgg™ + Dré™ + Dy + DG™ + D™ + Dgiy (10)
Sf = MG™% + Dpg™ + Dgg™ + Dgg™ + Dg™ + D™ + Déiy (12)

where METPB3 | METDB3 s the number of ErbB3 monomers labeled red or green, respectively,
DRom, phom phom phom phom phom phom and DA™ are the numbers of ErbB3-ErbB3
homodimers carrying the labels denoted by the respective subscripts, and D{{ﬁ,t, Dg{f,,t are the

numbers of ErbB3-ErbB2 heterodimers carrying the respective labels.
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The number of colocalizations is given by
Slcoloc — D}izlgm + Dglgm — ZPIPthom , (12)
where D™ is the total number of ErbB3-ErbB3 homodimers in the sample. This number

can be obtained by rewriting equation (12) as
Sfoloc
—-—. 13
2p]py] (13)

The number of ErbB3 monomers ME™B3 and ErbB3-ErbB2 heterodimers D¢t cannot be

phom —

determined, because both are seen as just a red or just a green signal. We will obtain those
numbers later by combining the data from the ErbB3-ErbB3 homodimer experiment with the
data from the ErbB3-ErbB2 heterodimer experiment.
Determination of ErbB3-ErbB2 heterodimer fractions in CHO-ErbB2-ErbB3 cell line: For the
ErbB3-ErbB2 heterodimer experiment we labeled the ErbB2 protein with a Fab fragment
carrying a green dye (AF488) and the ErbB3 protein with a Fab fragment carrying a red dye
(AF647).
We denote with p; =7, and p; := 1, the probabilities of an ErbB3 protein being labeled
red and an ErbB2 protein being labeled green, where 7, and 4, denote the corrected degree
of labeling of ErbB3 and ErbB2, respectively (see section Determination of the fraction of
labeled Fabs bound to ErbB3). The probability of an ErbB3 protein and ErbB2 protein
remaining unlabeled (“white”) is given by p;'r = w, and p;]g = wgy, where w, and w,
denote the fraction of ErbB3 and ErbB2 proteins remaining without a dye (“white”).
The amount of red signals S¥ is given by

§7 = M™% + Dgg™ + Dy + Dy + Dié" + Diiy (14)
where D}%gt and D}%ﬁ} are the numbers of ErbB3-ErbB2 heterodimers, where the ErbB3
protein carries a red label and the ErbB2 protein carries either a green or no (“white”) label,
respectively.
The number of colocalizations is given by

Sgoloc — phet — pgngDhet, (15)

where D¢t js the total number of ErbB3-ErbB2 heterodimers in the sample.

The number of heterodimers ErbB3-ErbB2 in the sample can thus be estimated by

het _ S5
D =—g. (16)
pzpz



The number of ErbB3 monomers ME™B3 and ErbB3-ErbB3 homodimers D™ cannot be
determined, because both are seen just as red signals. We will obtain those numbers in the
following by combining the data from the ErbB3-ErbB2 heterodimer experiment with the
data from the ErbB3-ErbB3 homodimer experiment.
Combination of the ErbB3-ErbB3 homodimer and ErbB3-ErbB2 heterodimer experiments:
We assume that the proportions of ErbB3 monomers, ErbB3-ErbB3 homodimers and ErbB3-
ErbB2 heterodimers are the same in both experiments. Hence, it holds that
METbB3 yphom — pETbB3 /phom (17)
METbB3 /phet — pETbB3 /phet (18)
where the subscripts 1 and 2 indicate the numbers from the homodimer and heterodimer
experiments, respectively. From the experiments, we know the number of red signals SX,
SR, green signals S&, S§ and the number of colocalized spots S£°l°¢, §5°l¢ We want to
determine the amounts of monomers METPB3  \ETbBS  ErhB3-ErbB3 homodimers D™,
D™ and ErbB3-ErbB2 heterodimers D¢, D2¢t in both experiments.
From equations (13) and (16) we know that

hom __

Slcoloc
1

Szcoloc

and  Dhet = (19)

2p]p? pypd

Taking together equations (10) and (11) from the homodimer experiment we obtain
Sf +S{ — D™ (pipf + 2pipy + 4pipy +2p7pY +pipf) = MIPP3(p] + pf) +

D¢t (p] +py) . (20)

Rearranging equation (14) from the heterodimer experiment leads to
S§ — D3 (psps +p3p,”) = M™% + D™ (pgpy + 2p3py ") . (21)

Assuming that all the variables are nonzero, we can solve this system of equations (17)-(21)
to obtain the unknown variables ME7PB3, METPE3 phom phom phet 3nq phet,
Finally, the fractions of ErbB3 proteins present in monomers or bound either in homodimers

or heterodimers can be given as follows:

ErbB3
METPB3 _ M= (22)
fTCLC METbB3+2Dh0m+Dhet
hom ZDhom
D rac = METbB3 pphom phet (23)
het
het _ D
Dirgc = (24)

METbB3 L pphom phet’
where the fractions are the same inserting either results for ME™?83, phom phet from the
homodimer experiment (subscript 1) or heterodimer experiment (subscript 2).
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Determination of the fraction of labeled Fabs bound to ErbB3: Assuming a Poissonian
labeling distribution of the number of dyes per Fab fragment and that only Fabs with 1 or 2
dyes are able to bind to their target [(1)], the fractions of unlabeled, xo, and labeled, x4,e, Fab

fragments are given by

_ P(0,p0L)
X0 = 57 papon) (25)
Xaye = 1 — Xo. (26)

Here, DOL is the spectroscopically determined degree of labeling and equals the average
number of dyes per Fab fragment.

Let’s assume the following binding scheme

ko— kdye—
ErbB3Fab,__ErbB3—_—ErbB3Fab,, (27)
Ko+ kdye+

with ErbB3Fab, representing an unlabeled Fab bound to ErbB3, ErbB3 the protein without
any Fab, ErbB3Fabg,,. an dye-labeled Fab bound to ErbB3 and ko, ko+, kdaye- and kaye+ the

respective rates. The differential equations for this binding scheme can be written as

d[EZ’ZB” = ko_[ErbB3Fab] + kaye_|ErbB3Fabay,| — ko, [ErbB3]. [Faby] —
kaye+[ErbB3].[Faby.] (28)
AUEDBSPA%0) = ko [ErbB3]. [Faby] — ko_[ErbB3Fabq] (29)
d[ETbB3Fabgye
w = Kaye+ |[ETDB3]. [Fabaye| — kaye_|[ErbB3Fabgy,]. (30)

In equilibrium, it holds that

d[ErbB3] _ d[ErbB3Faby] _ d[ErbB3Fabgye]

0 . (31)
dt dt dt
Hence, in equilibrium it follows from (29) that
koy _ [ErbB3Faby] _ 1
ko— _ [ErbB3][Faby]  Kpo (32)

with Kpg being the equilibrium dissociation constant for an unlabeled Fab.

From (30) it follows that

Kaye+ [ErbB3Fabgye] 1
kaye— [ETbB3]-[Fabdye] Kpaye
with Kpaye being the equilibrium dissociation constant for a dye-conjugated Fab.
Dividing (32) by (33) yields
[ErbB3Faby] __ Kpdye [ErbB3].[Faby] __ Kpdye [Fabg] (34)
[ErbB3Fabgye]  Kpo |ETbB3l[Fabaye]  Kpo [Fabaye|



Hence, the ratio of bound labeled and unlabeled Fabs yields

[ErbB3Fabaye] _ Kpo [Fabayel _ Kpo Xdye
[ErbB3Fab] Kpdye [Fabo] Kpaye Xo

(35)

Finally, the fraction of ErbB3 being labeled by a Fab carrying one or two dyes yields

[ETbB3Fabgye) _ KpoXdye
[ErbB3Fabgye|+[ErbB3Faby] — KpoXdye+KpayeXo

=1. (36)

1 can be interpreted as the corrected degree of labeling of ErbB3 accounting for unlabeled
Fab fragments and was further used for correcting apparent dimer values. The same
calculation is valid for Fab fragments used for labeling ErbB2 in the heterodimer experiment.
In either case, 1, (n,) refers to the probability of labeling a protein with an Alexa647
(Alexa488) -conjugated Fab fragment (i.e. the apparent labeling efficiency). The fraction w of
proteins in a sample remaining without a dye (“white” proteins) is givenbyw =1 — 7.
Numbers for equilibrium constants, DOL and the probabilities can be found in Supplemental
Table 1.

Correction of ErbB3 homodimer fractions due to different diffusion constants: Assuming a
difference in mobility of ErbB3 monomers and dimers (diffusion coefficients D; and D,), the
apparent result of a TOCCSL experiment underestimates the fraction with lower mobility —in
our case the fraction of ErbB3 homodimers (see Table 1 for values of diffusion constants).
After the recovery phase, dimers with decreased mobility have a lower probability to be
detected in the analysis region compared to faster monomers. Based on known diffusion
coefficients, the results can be reevaluated and a corrected value for the homoassociation
can be determined.

The true dimer fraction, as presented in the results, is estimated by approximating the
recovery process in the two-color-TOCCSL experiment by means of an analytical calculation
for a slit aperture with an infinite extension in the y-direction. Consequently, variations
occur only along the x-axis.

Assuming an aperture with infinitely sharp edges at position +dx/2, an ideal photobleaching
process and free Brownian motion of the labeled molecules, the surface density profile along
the x-axis for a molecule species i with diffusion coefficient D; after the recovery time t. is

given by

_ 1 x+dx/2 1 x—dx/2
pi(x,t) = py; [1 > erf( N ) +3 erf( Jabi )] (37)



where erf denotes the Gaussian error function and pg; the initial surface density in the
shielded part of the membrane. The initial overall surface density pg (unit:
fluorophores/um?) including both color channels is composed of the initial monomer and
dimer surface densities pr; = Pomonomer + 2 * Po,aimer- The surface densities pomonomer and
Podimer (Unit: oligomers/um?) can easily be calculated from pg for a given stoichiometric
composition of monomers and dimers. Eq. 37 is then used to calculate the monomer and
dimer surface density profiles pmonomer(X trec) and Pgimer(X, trec) for the initial densities pomonomer
and pg qimer respectively, after a given recovery time t..

The apparent dimer fraction is determined as the ratio of the number of dimers Ngjner and

the total number of molecules Ny in the analysis region

Xcut
Fapp _ Ndimer _ fo cutoff Pdimer(X,t=trec) dx (38)
i = = X .
dimer Ntotal Jo cutess Ptotal(X,t=trec) dx

The analysis region is confined in x-direction by the limit +x.wf;, Where the surface density
exceeds a given cutoff surface density peyrorf = pchanne,,j(xcutoff, trec). The index j=1 or
2 denotes the color channel with the higher surface density, assuming non-equimolar
labeling conditions. Here, a value of peuotf = 1 signal/um?, representing the single molecule
detection limit, is used for the calculations. Thus, in order to determine Xcuwof, the surface
density profile in oligomers/um? in the channel with the higher surface density is calculated
as
Pehanne,j (X, ) = Pmonomer,j(6,t) + Paimer1,j(X,£) + Paimer12,;(x,t) (39)

With pPmonomer the monomer density, pgimer1,j the density of dimers present in only one
color channel (i.e. a dimer labeled with the same color), and pgimer12,j the density of dimers
visible in both color channels, pyonomer,;j (i-€. a dimer labeled with both colors).

Eqg. 39 leads to

Pehannetioz(6t) = Pmonomer (X t) Penannetiorz + Paimer (X t) [Phanneriors +
2 Pehannet1 * Pehannet 2] (40)
with pchannej representing the labeling probabilities for two spectrally distinct fluorescent
labels.
The apparent dimer fraction Fyp, = Fypp(firue) in an ideal two-color TOCCSL
experiment is thereby determined as a function of the true dimer fraction f;... (Supplemental

Figure 4A). The calculations show that the apparent dimer fraction approaches the real



dimer fraction as t..— (Supplemental Figure 4B). By evaluating the interpolated and
inverted calculated apparent dimer fraction Fa‘p}g at the value of the experimentally obtained
apparent dimer fraction Fexperiment, the true dimer fraction in the TOCCSL experiment f;ﬁ’;can

be obtained:

exp _ -1
true — app(Fexperiment)- (41)

For every TOCCSL experiment, Fgp,,(fyrue) Was calculated based on the experimentally

determined parameters D;, D, and po, and f.b was determined.



Supplemental figures and tables

p-Tyr p-ErbB3

untreated +HRG untreated +HRG

CHO-ErbB3

CHO-ErbB2-ErbB3

p-ErbB3 (anti-p-ErbB3+AF647-GAMIG)

Supplemental Figure 1. Measurement of constitutive and HRG-induced tyrosine
phosphorylation in the cell lines used for two-color TOCCSL experiments

CHO and CHO-ErbB2 cells were transiently transfected with ErbB3 generating the CHO-ErbB3
and CHO-ErbB2-ErbB3 cell lines, respectively. Cells were serum-starved overnight followed
by treatment with 25 nM heregulin (HRG) at 37°C. Control and stimulated cells were fixed,
permeabilized and labeled with primary monoclonal antibodies against phospho-tyrosine (p-
Tyr) or ErbB3 phosphorylated at Tyr1289 (p-ErbB3) followed by staining with AF647-
conjugated secondary antibodies (GAMIG — goat anti-mouse, red channel of images). The
green channel corresponds to the signal of the AF488-anti-ErbB3 Fab. Images of both color

channels were recorded separately using a confocal microscope and overlaid for display.
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Cell line: CHO-ErbB3, Protein: ErbB3
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Supplemental Figure 2. Brightness analysis of ErbB2 and ErbB3 detected in an individual
color channel shows no indication of larger clusters.
The brightness distribution of single fluorescence spots in CHO-ErbB3 and CHO-ErbB2-ErbB3

cells after HRG stimulation is plotted as a probability density function (left). Data (black line)
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were fitted as described in ref. (2) (red line) with the single-molecule brightness reference
taken from the last tracking image. The fits yielded an overwhelming majority of monomeric
species for all experimental conditions. The percent values of monomeric, dimeric, trimeric
and tetrameric species, determined from these fits, are shown as blue squares in the plots
on the right. Subsets of all data were randomly selected 100-times, fitted and the plotted
values represent the means and standard errors of these fittings. For comparison, the
number of dyes per Fab considering a Poissonian distribution was calculated with the “true
degree of labeling” (see Supplemental Table 1, black circles in the plot on the right). These
results exclude the presence of a significant fraction of higher-order oligomeric ErbB3

species in the TOCCSL images.
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Supplemental Figure 3. Distribution of step lengths in single particle tracking

Single particle tracking of fluorescent Fab-labeled cells was carried out, and the distribution
of step lengths under different experimental conditions is shown as normalized histograms.
A. Step length distribution of ErbB2 and ErbB3 in untreated CHO-ErbB2-ErbB3 cells
generated from data displayed in Table 1 of the manuscript.

B-C. In a different experiment control CHO-ErbB2-ErbB3 cells (B) and those treated with

latrunculin B (C) were analyzed.
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Supplemental Figure 4. Alterations of apparent ErbB3 homodimer fractions due to
different diffusion constants of monomeric and dimeric species

A. TOCCSL experiments were simulated assuming different real dimer fractions according to
equations 37-41. The apparent dimer fractions were calculated according to equation 38
considering different diffusion constants for monomers and dimers. The following
parameters were used for the calculations shown: aperture size 10 um; diffusion constants
for monomers and dimers D; = 0.1 pm?/s and D, = 0.05 um?/s, respectively; density of ErbB3
molecules po = 100 molecules/pum?; recovery time in the TOCCSL experiment tyec = 5s.

B. Change in the apparent dimer fraction as a function of recovery time. A TOCCSL
experiment was simulated assuming a 70% real dimer fraction and diffusion constants D; =
0.05 um?/s and D, = 0.02 um?/s for moners and dimers, respectively. The apparent dimer

fraction, calculated as in part A, approaches the real dimer fraction for t—oo.
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Supplemental Table 1. Characterization of probes used for fluorescent labeling

Kpo Kpass Kpsaz
Probe DOL
(ug/ml) (ug/mi) (ug/m) ™ e
AF488-ErbB3-Fab 1.4 4 10 - - 0.488
AF647-ErbB3-Fab 1.8 4 - 19 0.419 -
AF488-ErbB2-Fab 1.4 4.6 4.6 - - 0.704

The degree of labeling (DOL) was characterized by absorption spectroscopy. The dissociation
constants of unlabeled Fab (Kpo), AF488-labeled Fab (Kpsss) and AF647-labeled Fab (Kpss7)
were determined by fitting of concentration dependent, equilibrium binding data, obtained
by flow cytometry, as described in Experimental procedures. The probability that an ErbB2
protein is labeled by a red, AF647-tagged Fab (n,) and the probability that ErbB3 is labeled by

a green, AF488-conjugated Fab (ng) were calculated as described in Supplementary Methods.
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Supplemental Table 2. Percentages of homo- and heterodimers under different experimental conditions

Correction for Correction for . .
Raw data . e . Joint analysis
labeling diffusion
HRG PRT ErbB3 ErbB3/2 ErbB3 ErbB3/2 ErbB3 ErbB3/2 ErbB3 ErbB3/2
homo hetero homo hetero homo hetero homo hetero
~ ~ 1.1% 3% 13.2%
CHO +0.5 +1.3% +4.8%
ErbB3 - ks
r
3.7% 13% 69.5%
cells + -
+0.5 +2.6% +3.9%
+ +
~ ~ 1.6% 2.4% 3.5% 4.4% 54% 70.8% 22% 34%
+1% +0.4% 2% +0.6% +9% +1.6% +6% 7%
CHO- _ N 3.6% 0.4% 8.7% 0.6% 15% 0.8% 14% 1%
ErbB2- +0.5% +0.1% +1.3% +0.1% 2% +0.1% +1% +1%
ErbB3 N _ 6.8% 4.4% 16.2% 8.1% 77.8% 88.4% 45% 43%
cells +1.5% +0.5% +4% +0.9% +3.5% +0.6% +5% +11%
N N 5.1% 1.5% 13.2% 2.9% 36% 14.5% 27% 3%
+0.3% +0.1% +2.2% +0.2% +3.9% +1% 2% +1%

Dimeric events were determined from colocalizations in two-color TOCCSL experiments, and these numbers were normalized to the total
number of ErbB3 signals detected under the given experimental condition (“raw data”). These percentages were corrected for unlabeled ErbB2
or ErbB3 (i.e. ErbB3/2 bound to an Fab without a fluorophore), for the lower binding affinity of labeled Fabs compared to unlabeled ones and
for different fractions of the two antibodies applied in all ErbB3 homo-association experiments (“correction for labeling”), followed by taking
the slower diffusion of dimers into consideration (“correction for diffusion”). The results of homo- and heterodimerization experiments in CHO-
ErbB2-ErbB3 cells were pooled to obtain the percentages of homo- and heterodimers as a function of ErbB3 (“joint analysis”). The numbers
shown represent the mean+SEM.
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Supplemental Table 3. Statistical analysis of the differences between dimer fractions

Lo CHO-ErbB3 CHO-ErbB2-ErbB3
ErbB3 homoassociation
(all dimers) no HRG + HRG no HRG + HRG no HRG
no PRT no PRT + PRT
no HRG
0.001
CHO-ErbB3
+ HRG effect of HRG in the
absence of ErbB2
0.001 0.627
no HRG | no PRT | effect of ErbB2 co- | effect of ErbB2 co-expression
expression on the HRG effect
+HRG | no PRT 0.001 0.995 effegt'ngRG
CHO-ErbB2-
ErbB3 0.002 '
no HRG | + PRT 1.000 0.001 effect of PRT without 0.001
HRG stimulation
0.001
+ HRG + PRT 0.11 0.003 0.395 effect of PRT on 0.187
HRG stimulation
L. CHO-ErbB2-3
ErbB3 heter'oassoaatlon o HRG T HRG O HRG
(all dimers)
no PRT no PRT + PRT
no HRG | no PRT
+HRG | no PRT 0.769
effect of HRG
CHO-ErbB2- 0.014
ErbB3 no HRG | + PRT effect of PRT without 0.004
HRG stimulation
0.004
+ HRG + PRT 0.021 effect of PRT on 0.997
HRG stimulation

The p values in the body of the table, characterizing the statistical significance of the differences in dimer percentages shown in Fig. 2, were

determined with Tukey’s HSD test in order to control the familywise error rate.
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Supplemental Table 4. Statistical analysis of the diffusion coefficients of dimers

ErbB3/ErbB3,
constitutive,
no ErbB2
D=0.052 pm?*/s

ErbB3/ErbB3,
constitutive,
with ErbB2
D=0.031 pm?*/s

ErbB3/ErbB3,
HRG-induced,
no ErbB2
D=0.014 pm?*/s

ErbB3/ErbB3,
HRG-induced,
with ErbB2
D=0.018 pm?*/s

ErbB3/ErbB2,
constitutive
D=0.017 pm?*/s

ErbB3/ErbB2,
HRG-induced
D=0.01 umz/sec

ErbB3/ErbB3,
constitutive, no ErbB2
D=0.052 pm?/s

0.0003

0.0003

0.0003

0.0003

0.0003

ErbB3/ErbB3,
constitutive, with ErbB2
D=0.031 pm?%/s

0.0003

0.0005

0.002

0.0007

ErbB3/ErbB3,
HRG-induced, no ErbB2
D=0.014 pm?*/s

0.65

0.95

0.96

ErbB3/ErbB3,
HRG-induced, with ErbB2
D=0.018 pm?*/s

0.99

0.46

ErbB3/ErbB2,
constitutive
D=0.017 pm?%/s

0.71

ErbB3/ErbB2,
HRG-induced
D=0.01 pm?/s

The p values in the body of the table, characterizing the statistical significance of the differences in the diffusion coefficients of dimers shown in

Table 1, were determined with Tukey’s HSD test in order to control the familywise error rate. Cells corresponding to statistically significant

differences are shaded.
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