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1 Free Energy Landscape

The free energy landscape was constructed using the following assumptions:

e The entropy of formation of an oligomer can be distributed equally into all its building units, since
the entropy change compared to free monomer stems mainly from the loss of translational and
rotational entropy (note, that S-particles in an oligomer can rotate more due to the larger patch
size, without losing any enthalpy). This means the entropy change of an i-mer (i = u + v) is

ASq,3, = uAS1q4,,, +vAS8,, ., (S1)

where AS,, is the entropy change of one monomer in a pure a-i-mer.

e The oligomers are assumed to be in the minimum of interaction energy, where AH,, g, can be
calculated by adding together all possible interactions (see Figure 6).

With the above assumptions the following procedure is used to construct the free energy landscape:
1. Calculate the free energy per monomer of pure « or § oligomers [1]:

AG = " <”1> (S2)
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2. Next the idealized enthalpic contribution is subtracted in order to obtain the entropic contribution

to the oligomer AS,, and ASg, and per each monomer AS;,, = AS{”

3. Using these terms an idealized entropic contribution for the oligomer is calculated using:

A‘S'Oiuﬁv = UAslau+v + UASlB'u+U (83)

4. Finally the idealized enthalpic contribution AH,, g, as well as the chemical potential Ay for the
mixed oligomer is constructed from individual contributions:

AGO{uBu = AHaqu + ’UA,u — TAS(XuBu (84)

In order to test the the above assumptions further calculations were performed. In particular, we
evaluated entropic contributions to dimers, trimers, and tetramers and compared them with our simula-
tions.

The entropic contribution can be expressed in terms of the translational entropy of the monomer by
following these steps: First we look at the free energy change for the aggregation of a pure dimer:

A,Gis = A Hys — TA,Sys = AHy — 2AH, — TAS, + 2TAS; (S5)



Here we apply the convention, that A,.Y; means the change of Y in the reaction from an monomer to an
i-mer and AY7; is the contribution of one monomer in a i-mer to the value of Y, so that A,Yy; = iAYq;.
Meanwhile AY; is the contribution of i-mer to the value of Y.

Since AH; = 0 and the entropy of the monomer is only constituted by the translational and rotational
entropy, while the dimer has also some internal entropy, we can write:

A,Gio = AHy — TASEH (V) — TASY (V) — TASY™ (V) + 2T ASI™ + 2T AST (S6)
If we assume, that ASI" (V) ~ ASY(V), we can rewrite the entropy loss A,.S15 as:
A, S1s = —ASIT(V) + AST, (S7)

where we put the rest (the change in the rotational entropy and the internal entropy) into ASTest,
Applying the same steps for the free energy difference between three monomers and a trimer, we obtain:

A,Si3 = —2A8U (V) + ASTe, (S8)

If we approximate AST¢$! ~ 0, we obtain A,.S13(V) ~ 2A,.812(V) or AS;3 ~ %ASlQ for the entropy loss
per monomer in a trimer and ASy4 & %ASlg for a monomer in a tetramer.

The only thing, which changes at different concentrations is the translational entropy, AASY1:Vz,
which can be calculated from the ideal gas approximation employing the equation of Sackur-Tetrode [2]:
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S(V) = Nkln [( e ¥

where N is the number of particles, m the mass, h Planck’s constant and S, the electronic contribution
to the entropy. Then, the entropy change between two different volumes is:

AASYLY = AS(Va) — AS(Vi) = In (“f) =3 (b) (S10)

1 l
In the case, that the box length I; is simply doubled, the entropy change is AASie, = 31n(2) &~ 2.1.

For the aggregation of monomer to a dimer or trimer we obtained follwing entropy changes per
monomer:

1 3 l
AASIV? ~ -5 (ASIT (Vo) — ASIT (1)) = -5 In (lj) (S11)

1 l
AASPY? -3 (2A8]" (V) — 2A87" (V1)) = —2In (12) (S12)
1
where subindex denotes the size of oligomer to which we are comparing (2 - dimer, 3 - trimer). In table

S2 the above approximated values are compared to the simulations results and agreement is very good.
Note: AASYIY? = —(1/2)AASiheo, AASTIY? = —(2/3)AAS heo and AASY Y = —(3/4) AASjco.



Table S1. The free energy differences and the entropy loss between monomer and di-, tri- or
tetrameric oligomer determined from simulations of fixed monemeric state (« and (). The values are
per particle and units are in kT.

eomM  AGY  AGY  AGlY  Acl)  Acl)  Acl

800  -0.30  -0.19 031 -126  -2.37  -2.91
2.37 0.53 0.99 1.60  -038  -1.13  -1.46
1.00 1.01 1.65 2.32 010  -047  -0.71
0.51 1.36 2.12 2.88 0.46 001 -0.16
0.30 1.65 2.50 3.24 0.74 0.39 0.26
0.19 1.88 2.81 3.45 0.98 0.70 0.62

e/mM TASY TASY TASY TASY TASD TASH
800 -390  -821 -10.81  -2.94  -6.03  -7.59
237  -473  -939  -1210  -3.82  -7.27  -9.04
.00  -5.21  -10.05 -12.82  -430  -7.93  -9.79
051  -556  -1052  -13.38  -4.66  -8.41  -10.34
030  -585  -10.90 -13.74  -4.94 879  -10.76
019  -6.08 -1121  -13.95  -518  -9.10  -11.12

Table S2. The differences between the entropy loss from one concentration to an other. In the very
right column the theoretical values according to equation (S10) for AASipe, = 31n (I2/11) are listed.

The superscript (@) and (8) denote the state of the PSCs. Note: AASZ Y2 = —(1/2)AASiheo,
AASEY? = —(2/3)AASheo and AAS) > = —(3/4)AAS e

o/mM  AASYS  AASY  AASYY  AASY  AASY  AASE  —AAS.,

8.00 - 2.37 -0.8 -1.2 -1.3 -0.9 -1.2 -14 -1.2
2.37-1.00 -0.5 -0.7 -0.7 -0.5 -0.7 -0.8 -0.9
1.00 - 0.51 -0.4 -0.5 -0.6 -0.4 -0.5 -0.5 -0.7
0.51 - 0.30 -0.3 -0.4 -0.4 -0.3 -0.4 -0.4 -0.5

0.30 - 0.19 -0.2 -0.3 -0.2 -0.2 -0.3 -0.4 -0.5




2 Residual Monomer Concentration

As can be seen in Figure 4. not all monomers are depleted from the bulk, though the growth function
(Eq. 1) implies a total conversion of free monomers to fibrils. This originates from derivation, where the
dissociation rate k_, i.e. the rate of monomers dissociating from the fibrils, is approximated by zero.

To verify this assumption we have calculated the concentration of monomers at the end of our simu-
lations, which is linked to the equilibrium constant k_ /k:

M(teq)/mp = c(teq) = %7 (S13)

where m(teq) is the monomer mass concentration, c(teq) is the equilibrium monomer concentration, and
m,, is molar mass of monomer peptide. ky is the monomer association rate, i.e. rate constant for the
binding of a monomer to a fibril. The monomer concentrations for simulations which reached equilibrium
are listed in Table S3. All the values are in the same very low order of magnitude, which confirms the
validity of the low depolymerization rate approximation and justifies the use of Eq. 1.

Table S3. The equilibrium monomer concentration for the simulations with different box sizes.

co/mM  Number of monomers c(te,)/pM

8.00 0.5 6.5
2.37 4.9 19.2
1.00 6.9 11.4
0.51 18.5 15.7
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