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In living cells, liquid condensates form in the cytoplasm and nucleoplasm via phase separation
and regulate physiological processes. They also regulate aberrant aggregation of amyloid fibrils,
a process linked to Alzheimer’s and Parkinson’s diseases. In the absence of condensates it has
been shown that amyloid aggregation can be inhibited by molecular chaperones and rationally
designed drugs. However it remains unknown how this drug- or chaperone-mediated inhibition of
amyloid fibril aggregation is affected by phase-separated condensates. Here we study the interplay
between protein aggregation, its inhibition and liquid-liquid phase separation. Our key finding
is that the potency of inhibitors of amyloid formation can be strongly enhanced. We show that
the corresponding mechanism relies on the colocalization of inhibitors and aggregates inside the
liquid condensate. We provide experimentally testable physicochemical conditions under which the
increase of inhibitor potency is most pronounced. Our work highlights the role of spatio-temporal
heterogeneity in curtailing aberrant protein aggregation and suggests design principles for amyloid
inhibitors accounting for partitioning of drugs into liquid condensates.

The proteostasis network in living cells uses chaperones
as key players for protein quality control [1, 2]. The main
role of chaperones is to stabilize the native fold of pro-
teins but they are also involved in degradation processes
such as lysosome-mediated degradation of dysfunctional
proteins [3, 4]. A decline of the proteostasis network,
due to ageing for example [2], causes the accumulation
of misfolded proteins and their subsequent aggregation
into amyloid fibrils – a process linked to over 50 devas-
tating disorders, including Alzheimer’s and Parkinson’s
diseases [5–9]. It is therefore important to obtain insights
into the mechanisms underlying the aggregation of mis-
folded proteins into amyloid fibrils.

These mechanistic insights are particularly important
for understanding how inhibitors affect amyloid fibril for-
mation. A range of compounds, including molecular
chaperones [10] or rationally designed inhibitors, such as
small drug-like molecules [11, 12], nanoparticles [13], and
antibodies [14], have shown to affect amyloid formation in
vitro and in vivo [11–27]. Recent in vitro studies indicate
that these compounds inhibit aggregation of amyloid fib-
rils by binding to specific of targets, including monomers,
fibril ends or surfaces [10, 28–31]. However, these differ-
ent inhibition mechanisms have been elucidated in ho-
mogeneous in vitro systems, disregarding that cells are
spatially heterogeneous due to the presence of organelles.

A new class of organelles that has recently received
significant attention are protein condensates. They form
via phase separation from the cyto- or nucleoplasm and
share most physical properties with liquid-like, con-
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densed droplets [32–35]. Liquid condensates provide
physiochemical environments distinct from the surround-
ing cyto- and nucleoplasm, allowing to spatially regulate
a range of biochemical reactions associated with biologi-
cal function or dysfunction. Recent experimental [35–37]
and theoretical [38] studies show that condensates can
affect amyloid aggregation. For example, stress granules
concentrate monomers causing aggregation to occur only
inside the condensates [39, 40]. Condensates can accu-
mulate chaperones capable of either suppressing aber-
rant phase transition of condensates [41] or driving amy-
loid formation by sequestering misfolded proteins [42–44].
Chaperones are also involved in the control of condensate
stability [45] and the surveillance of stress granule qual-
ity [46, 47].

The relevance of liquid condensates for the spatial or-
ganization of chaperones and amyloids suggests that spa-
tial compartmentalisation may play an important role in
regulating and suppressing aberrant protein aggregation.
Similarly, the action of synthetic drugs capable of inhibit-
ing amyloid formation may be affected by the presence
of liquid condensates. Abbreviating both chaperones and
synthetic inhibitors as ‘drugs’, we raise the following
question: how do liquid condensates affect drug-mediated
inhibition of amyloid fibril formation (Fig. 1)? Here, we
address this question by presenting a physical model of
amyloid inhibition coupled to liquid-liquid phase separa-
tion. Our model is inspired by recent experimental stud-
ies on amyloid formation in the presence of condensates
and builds on the latest insights obtained from system-
atic studies on homogeneous amyloid aggregation kinet-
ics in the presence of inhibiting drugs. The key phase
separation parameters determining the amplification are
the condensate volume and the partitioning coefficients
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of drug and monomers. Using our model we find that liq-
uid condensates can significantly amplify drug-mediated
inhibition of amyloid fibrils. The mechanism for this am-
plification builds on the colocalization inside the conden-
sate of the inhibiting drug and the target site such as
the aggregating monomers or the aggregates themselves
(Fig. 1(c-d)). Our results have important implications for
the control of aggregation in cells and for drug discovery
against amyloid disorders. In fact, our work showcases
the potential of condensed phases to regulate aberrant
protein aggregation in living cells. Moreover, our find-
ings suggest new design principles for amyloid inhibitors
based on pronounced partitioning of drugs into the liquid
condensates.

Model for amyloid formation with inhibitors and
liquid condensates

As the starting point of our model of amyloid inhibition
with liquid condensates, we consider a system of volume
V containing a phase-separated liquid-like condensate of
volume V I (phase I) coexisting with the surrounding, di-
lute phase (phase II). Phase I is rich in protein A, while
the other phase is dilute in A but could be rich in another
protein, lipids or water, shortly denoted as B component
(Fig. 1(a)). In addition to the phase-separating compo-
nents A, B, the system contains a concentration M tot

m

of amyloidogenic monomers and a concentration cd of an
inhibitor of amyloid aggregation. We assume that all ag-
gregating species and the drug are sufficiently dilute with
respect to A and B such that their impact on AB-phase
separation can be neglected (SI Sec. 1.3.1). The coexist-
ing phases I and II thus create distinct biochemical envi-
ronments for aggregation and give rise to diffusive fluxes
across the interface that partition aggregating monomers
and drug components, which we denote with i (i.e. i de-
notes monomers or inhibitors). By equating chemical
potentials of component i between the two phases, we
can calculate the equilibrium partitioning coefficient of
i, Γi = cIi

∣∣
eq
/ cIIi

∣∣
eq

, where cIi and cIIi are the respective

concentrations of component i in the phase I and II. Γi
is determined by the degree of phase separation and the
relative strength of interaction between species i and A
or B (SI Sec. 1.3.1 and Ref. [38]). Favouring interac-
tions between i and A, for instance, lead to Γi > 1, i.e.,
enrichment of i in the condensate. Deviations from par-
titioning equilibrium lead to inter-phase fluxes of species
i that re-establish equilibrium. For small deviations to
equilibrium, these fluxes depend linearly on the concen-
trations in phase I and II (SI Sec. S1.3.2 and Ref. [38])

J I
i = −J II

i = −ki
(
cIi − Γi c

II
i

)
, (1a)

where Γi is the equilibrium partitioning coefficient and
ki = 4πRDi is the relaxation rate toward equilibrium,
with R being the radius of the condensate and Di the

diffusion coefficient of species i. Note that these fluxes
vanish at equilibrium, i.e. when cIi/c

II
i = Γi.

In the presence of a phase-separated liquid conden-
sate, aggregation of monomers into amyloid fibrils oc-
curs in each phase I and II involving a number of differ-
ent microscopic events [48–55], which are illustrated in
Fig. 1(b). Aggregation is initiated by primary nucleation,
i.e., the formation of the smallest fibrillar structures di-
rectly from the monomers. Aggregates then grow by fibril
elongation. In addition, aggregation is often accelerated
by secondary nucleation mechanisms [56], including fib-
ril fragmentation, lateral branching or surface-catalyzed
secondary nucleation (Fig. 1(b)). These secondary nucle-
ation processes are characterised by a dependence on the
current population of aggregates and introduce therefore
an autocatalytic cycle in the system (Fig. 1(b)). We fo-
cus here on suppression of fibril kinetics by the inhibitor
through three established molecular mechanisms [10, 28–
30], including inhibitor binding to (i) free monomers, (ii)
fibril ends, and (iii) fibril surface sites, as depicted in
Fig. 1(b) (see SI Fig. S1 for examples of inhibitors of amy-
loid formation). For simplicity, we neglect drug binding
to intermediate oligomers, but note that our framework
can in principle be generalised to account for these, and
indeed other, inhibition mechanisms.

To couple the aggregation kinetics with inhibitors and
liquid-liquid phase separation, we consider an approx-
imate case where the partitioning of the aggregating
monomers and the drug is close to equilibrium at all
times during aggregation kinetics. This approximation
is valid if these species diffuse fast compared to the char-
acteristic timescales of aggregation and inhibitor binding
(SI Sec. S1.4). Typical values of amyloid aggregation
rates and condensate sizes suggest that our approxima-
tion is consistent with typical experimental conditions
(SI Table S1). For simplicity, we restrict ourselves to
monomers and drug molecules diffusing through the con-
densate interface and neglect the diffusive exchange of
fibrils (Fig. 1(a)). Diffusion of fibrils is considered to be
slow compared to monomers due to their large molecu-
lar weigth, which limits their diffusion via slow reptation
in an environment of entangled fibrils. Under these as-
sumptions, deviations from the equilibrium partitioning
of monomers and drug molecules, caused by slow aggre-
gation and its inhibition, are quasi-statically balanced
by rapid diffusive fluxes across the interface of the liquid
condensate. These fluxes ensure that the partitioning of
the respective species stays approximately close to the
equilibrium value at all times. Moreover, as suggested
by recent inhibition experiments in vitro [10], the bind-
ing rate of the drug to its target is often much faster than
aggregation, such that the drug binding kinetics can be
considered to be quasi-statically equilibrated at all times
during the aggregation kinetics (SI Sec. S2, Table S1). In
this case we can capture the impact of the drug on ag-
gregation by means of effective rate parameters (see (1f)-
(1g)). By combining the above ingredients, a coupled set
of kinetic equations describing inhibited aggregation in
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<latexit sha1_base64="iR+qAF2Hj9H8E/BHBQzwz7ORs+k=">AAAB6nicbVBNS8NAEJ3Ur1q/qh69LBbBU0mKUI9FLx4r2g9oQ9lsJ+3SzSbsboQS+hO8eFDEq7/Im//GbZuDtj4YeLw3w8y8IBFcG9f9dgobm1vbO8Xd0t7+weFR+fikreNUMWyxWMSqG1CNgktsGW4EdhOFNAoEdoLJ7dzvPKHSPJaPZpqgH9GR5CFn1FjpYTKoDcoVt+ouQNaJl5MK5GgOyl/9YczSCKVhgmrd89zE+BlVhjOBs1I/1ZhQNqEj7FkqaYTazxanzsiFVYYkjJUtachC/T2R0UjraRTYzoiasV715uJ/Xi814bWfcZmkBiVbLgpTQUxM5n+TIVfIjJhaQpni9lbCxlRRZmw6JRuCt/ryOmnXqp5b9e6vKo2bPI4inME5XIIHdWjAHTShBQxG8Ayv8OYI58V5dz6WrQUnnzmFP3A+fwD5V42U</latexit><latexit sha1_base64="iR+qAF2Hj9H8E/BHBQzwz7ORs+k=">AAAB6nicbVBNS8NAEJ3Ur1q/qh69LBbBU0mKUI9FLx4r2g9oQ9lsJ+3SzSbsboQS+hO8eFDEq7/Im//GbZuDtj4YeLw3w8y8IBFcG9f9dgobm1vbO8Xd0t7+weFR+fikreNUMWyxWMSqG1CNgktsGW4EdhOFNAoEdoLJ7dzvPKHSPJaPZpqgH9GR5CFn1FjpYTKoDcoVt+ouQNaJl5MK5GgOyl/9YczSCKVhgmrd89zE+BlVhjOBs1I/1ZhQNqEj7FkqaYTazxanzsiFVYYkjJUtachC/T2R0UjraRTYzoiasV715uJ/Xi814bWfcZmkBiVbLgpTQUxM5n+TIVfIjJhaQpni9lbCxlRRZmw6JRuCt/ryOmnXqp5b9e6vKo2bPI4inME5XIIHdWjAHTShBQxG8Ayv8OYI58V5dz6WrQUnnzmFP3A+fwD5V42U</latexit><latexit sha1_base64="iR+qAF2Hj9H8E/BHBQzwz7ORs+k=">AAAB6nicbVBNS8NAEJ3Ur1q/qh69LBbBU0mKUI9FLx4r2g9oQ9lsJ+3SzSbsboQS+hO8eFDEq7/Im//GbZuDtj4YeLw3w8y8IBFcG9f9dgobm1vbO8Xd0t7+weFR+fikreNUMWyxWMSqG1CNgktsGW4EdhOFNAoEdoLJ7dzvPKHSPJaPZpqgH9GR5CFn1FjpYTKoDcoVt+ouQNaJl5MK5GgOyl/9YczSCKVhgmrd89zE+BlVhjOBs1I/1ZhQNqEj7FkqaYTazxanzsiFVYYkjJUtachC/T2R0UjraRTYzoiasV715uJ/Xi814bWfcZmkBiVbLgpTQUxM5n+TIVfIjJhaQpni9lbCxlRRZmw6JRuCt/ryOmnXqp5b9e6vKo2bPI4inME5XIIHdWjAHTShBQxG8Ayv8OYI58V5dz6WrQUnnzmFP3A+fwD5V42U</latexit><latexit sha1_base64="iR+qAF2Hj9H8E/BHBQzwz7ORs+k=">AAAB6nicbVBNS8NAEJ3Ur1q/qh69LBbBU0mKUI9FLx4r2g9oQ9lsJ+3SzSbsboQS+hO8eFDEq7/Im//GbZuDtj4YeLw3w8y8IBFcG9f9dgobm1vbO8Xd0t7+weFR+fikreNUMWyxWMSqG1CNgktsGW4EdhOFNAoEdoLJ7dzvPKHSPJaPZpqgH9GR5CFn1FjpYTKoDcoVt+ouQNaJl5MK5GgOyl/9YczSCKVhgmrd89zE+BlVhjOBs1I/1ZhQNqEj7FkqaYTazxanzsiFVYYkjJUtachC/T2R0UjraRTYzoiasV715uJ/Xi814bWfcZmkBiVbLgpTQUxM5n+TIVfIjJhaQpni9lbCxlRRZmw6JRuCt/ryOmnXqp5b9e6vKo2bPI4inME5XIIHdWjAHTShBQxG8Ayv8OYI58V5dz6WrQUnnzmFP3A+fwD5V42U</latexit>

Binding to fibril 
surface

Binding to 
fibril ends

Binding to 
monomers

Autocatalysis

Km
<latexit sha1_base64="UpSxUQhSLVVAwskZyWU9Q3uYekE=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF8FLBBODyRJmJ7PJkHksM7NCWPYvvHhQxKt/482/cZLsQRMLGoqqbrq7ooQzY33/2yutrK6tb5Q3K1vbO7t71f2DtlGpJrRFFFe6E2FDOZO0ZZnltJNoikXE6UM0vp76D09UG6bkvZ0kNBR4KFnMCLZOerztZz0tMpHn/WrNr/szoGUSFKQGBZr96ldvoEgqqLSEY2O6gZ/YMMPaMsJpXumlhiaYjPGQdh2VWFATZrOLc3TilAGKlXYlLZqpvycyLIyZiMh1CmxHZtGbiv953dTGl2HGZJJaKsl8UZxyZBWavo8GTFNi+cQRTDRztyIywhoT60KquBCCxZeXSfusHvj14O681rgq4ijDERzDKQRwAQ24gSa0gICEZ3iFN894L9679zFvLXnFzCH8gff5AwL7kSA=</latexit><latexit sha1_base64="UpSxUQhSLVVAwskZyWU9Q3uYekE=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF8FLBBODyRJmJ7PJkHksM7NCWPYvvHhQxKt/482/cZLsQRMLGoqqbrq7ooQzY33/2yutrK6tb5Q3K1vbO7t71f2DtlGpJrRFFFe6E2FDOZO0ZZnltJNoikXE6UM0vp76D09UG6bkvZ0kNBR4KFnMCLZOerztZz0tMpHn/WrNr/szoGUSFKQGBZr96ldvoEgqqLSEY2O6gZ/YMMPaMsJpXumlhiaYjPGQdh2VWFATZrOLc3TilAGKlXYlLZqpvycyLIyZiMh1CmxHZtGbiv953dTGl2HGZJJaKsl8UZxyZBWavo8GTFNi+cQRTDRztyIywhoT60KquBCCxZeXSfusHvj14O681rgq4ijDERzDKQRwAQ24gSa0gICEZ3iFN894L9679zFvLXnFzCH8gff5AwL7kSA=</latexit><latexit sha1_base64="UpSxUQhSLVVAwskZyWU9Q3uYekE=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF8FLBBODyRJmJ7PJkHksM7NCWPYvvHhQxKt/482/cZLsQRMLGoqqbrq7ooQzY33/2yutrK6tb5Q3K1vbO7t71f2DtlGpJrRFFFe6E2FDOZO0ZZnltJNoikXE6UM0vp76D09UG6bkvZ0kNBR4KFnMCLZOerztZz0tMpHn/WrNr/szoGUSFKQGBZr96ldvoEgqqLSEY2O6gZ/YMMPaMsJpXumlhiaYjPGQdh2VWFATZrOLc3TilAGKlXYlLZqpvycyLIyZiMh1CmxHZtGbiv953dTGl2HGZJJaKsl8UZxyZBWavo8GTFNi+cQRTDRztyIywhoT60KquBCCxZeXSfusHvj14O681rgq4ijDERzDKQRwAQ24gSa0gICEZ3iFN894L9679zFvLXnFzCH8gff5AwL7kSA=</latexit><latexit sha1_base64="UpSxUQhSLVVAwskZyWU9Q3uYekE=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF8FLBBODyRJmJ7PJkHksM7NCWPYvvHhQxKt/482/cZLsQRMLGoqqbrq7ooQzY33/2yutrK6tb5Q3K1vbO7t71f2DtlGpJrRFFFe6E2FDOZO0ZZnltJNoikXE6UM0vp76D09UG6bkvZ0kNBR4KFnMCLZOerztZz0tMpHn/WrNr/szoGUSFKQGBZr96ldvoEgqqLSEY2O6gZ/YMMPaMsJpXumlhiaYjPGQdh2VWFATZrOLc3TilAGKlXYlLZqpvycyLIyZiMh1CmxHZtGbiv953dTGl2HGZJJaKsl8UZxyZBWavo8GTFNi+cQRTDRztyIywhoT60KquBCCxZeXSfusHvj14O681rgq4ijDERzDKQRwAQ24gSa0gICEZ3iFN894L9679zFvLXnFzCH8gff5AwL7kSA=</latexit>

Ke
<latexit sha1_base64="dincK+VeHNYy8RFOtkp1SZCcjHA=">AAAB8XicbVBNS8NAEJ3Ur1q/qh69BIvgqSQi6LHoRfBSwdZiG8pmO2mX7m7C7kYoIf/CiwdFvPpvvPlv3LY5aOuDgcd7M8zMCxPOtPG8b6e0srq2vlHerGxt7+zuVfcP2jpOFcUWjXmsOiHRyJnElmGGYydRSETI8SEcX0/9hydUmsXy3kwSDAQZShYxSoyVHm/7WU+JDPO8X615dW8Gd5n4BalBgWa/+tUbxDQVKA3lROuu7yUmyIgyjHLMK71UY0LomAyxa6kkAnWQzS7O3ROrDNwoVrakcWfq74mMCK0nIrSdgpiRXvSm4n9eNzXRZZAxmaQGJZ0vilLumtidvu8OmEJq+MQSQhWzt7p0RBShxoZUsSH4iy8vk/ZZ3ffq/t15rXFVxFGGIziGU/DhAhpwA01oAQUJz/AKb452Xpx352PeWnKKmUP4A+fzB/a8kRg=</latexit><latexit sha1_base64="dincK+VeHNYy8RFOtkp1SZCcjHA=">AAAB8XicbVBNS8NAEJ3Ur1q/qh69BIvgqSQi6LHoRfBSwdZiG8pmO2mX7m7C7kYoIf/CiwdFvPpvvPlv3LY5aOuDgcd7M8zMCxPOtPG8b6e0srq2vlHerGxt7+zuVfcP2jpOFcUWjXmsOiHRyJnElmGGYydRSETI8SEcX0/9hydUmsXy3kwSDAQZShYxSoyVHm/7WU+JDPO8X615dW8Gd5n4BalBgWa/+tUbxDQVKA3lROuu7yUmyIgyjHLMK71UY0LomAyxa6kkAnWQzS7O3ROrDNwoVrakcWfq74mMCK0nIrSdgpiRXvSm4n9eNzXRZZAxmaQGJZ0vilLumtidvu8OmEJq+MQSQhWzt7p0RBShxoZUsSH4iy8vk/ZZ3ffq/t15rXFVxFGGIziGU/DhAhpwA01oAQUJz/AKb452Xpx352PeWnKKmUP4A+fzB/a8kRg=</latexit><latexit sha1_base64="dincK+VeHNYy8RFOtkp1SZCcjHA=">AAAB8XicbVBNS8NAEJ3Ur1q/qh69BIvgqSQi6LHoRfBSwdZiG8pmO2mX7m7C7kYoIf/CiwdFvPpvvPlv3LY5aOuDgcd7M8zMCxPOtPG8b6e0srq2vlHerGxt7+zuVfcP2jpOFcUWjXmsOiHRyJnElmGGYydRSETI8SEcX0/9hydUmsXy3kwSDAQZShYxSoyVHm/7WU+JDPO8X615dW8Gd5n4BalBgWa/+tUbxDQVKA3lROuu7yUmyIgyjHLMK71UY0LomAyxa6kkAnWQzS7O3ROrDNwoVrakcWfq74mMCK0nIrSdgpiRXvSm4n9eNzXRZZAxmaQGJZ0vilLumtidvu8OmEJq+MQSQhWzt7p0RBShxoZUsSH4iy8vk/ZZ3ffq/t15rXFVxFGGIziGU/DhAhpwA01oAQUJz/AKb452Xpx352PeWnKKmUP4A+fzB/a8kRg=</latexit><latexit sha1_base64="dincK+VeHNYy8RFOtkp1SZCcjHA=">AAAB8XicbVBNS8NAEJ3Ur1q/qh69BIvgqSQi6LHoRfBSwdZiG8pmO2mX7m7C7kYoIf/CiwdFvPpvvPlv3LY5aOuDgcd7M8zMCxPOtPG8b6e0srq2vlHerGxt7+zuVfcP2jpOFcUWjXmsOiHRyJnElmGGYydRSETI8SEcX0/9hydUmsXy3kwSDAQZShYxSoyVHm/7WU+JDPO8X615dW8Gd5n4BalBgWa/+tUbxDQVKA3lROuu7yUmyIgyjHLMK71UY0LomAyxa6kkAnWQzS7O3ROrDNwoVrakcWfq74mMCK0nIrSdgpiRXvSm4n9eNzXRZZAxmaQGJZ0vilLumtidvu8OmEJq+MQSQhWzt7p0RBShxoZUsSH4iy8vk/ZZ3ffq/t15rXFVxFGGIziGU/DhAhpwA01oAQUJz/AKb452Xpx352PeWnKKmUP4A+fzB/a8kRg=</latexit>

Ks
<latexit sha1_base64="YRruRdmkXWnz1k7nJ6ugUn25Kwo=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF8FLBBODyRJmJ7PJkHksM7NCWPYvvHhQxKt/482/cZLsQRMLGoqqbrq7ooQzY33/2yutrK6tb5Q3K1vbO7t71f2DtlGpJrRFFFe6E2FDOZO0ZZnltJNoikXE6UM0vp76D09UG6bkvZ0kNBR4KFnMCLZOerztZz0tMpPn/WrNr/szoGUSFKQGBZr96ldvoEgqqLSEY2O6gZ/YMMPaMsJpXumlhiaYjPGQdh2VWFATZrOLc3TilAGKlXYlLZqpvycyLIyZiMh1CmxHZtGbiv953dTGl2HGZJJaKsl8UZxyZBWavo8GTFNi+cQRTDRztyIywhoT60KquBCCxZeXSfusHvj14O681rgq4ijDERzDKQRwAQ24gSa0gICEZ3iFN894L9679zFvLXnFzCH8gff5AwwfkSY=</latexit><latexit sha1_base64="YRruRdmkXWnz1k7nJ6ugUn25Kwo=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF8FLBBODyRJmJ7PJkHksM7NCWPYvvHhQxKt/482/cZLsQRMLGoqqbrq7ooQzY33/2yutrK6tb5Q3K1vbO7t71f2DtlGpJrRFFFe6E2FDOZO0ZZnltJNoikXE6UM0vp76D09UG6bkvZ0kNBR4KFnMCLZOerztZz0tMpPn/WrNr/szoGUSFKQGBZr96ldvoEgqqLSEY2O6gZ/YMMPaMsJpXumlhiaYjPGQdh2VWFATZrOLc3TilAGKlXYlLZqpvycyLIyZiMh1CmxHZtGbiv953dTGl2HGZJJaKsl8UZxyZBWavo8GTFNi+cQRTDRztyIywhoT60KquBCCxZeXSfusHvj14O681rgq4ijDERzDKQRwAQ24gSa0gICEZ3iFN894L9679zFvLXnFzCH8gff5AwwfkSY=</latexit><latexit sha1_base64="YRruRdmkXWnz1k7nJ6ugUn25Kwo=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF8FLBBODyRJmJ7PJkHksM7NCWPYvvHhQxKt/482/cZLsQRMLGoqqbrq7ooQzY33/2yutrK6tb5Q3K1vbO7t71f2DtlGpJrRFFFe6E2FDOZO0ZZnltJNoikXE6UM0vp76D09UG6bkvZ0kNBR4KFnMCLZOerztZz0tMpPn/WrNr/szoGUSFKQGBZr96ldvoEgqqLSEY2O6gZ/YMMPaMsJpXumlhiaYjPGQdh2VWFATZrOLc3TilAGKlXYlLZqpvycyLIyZiMh1CmxHZtGbiv953dTGl2HGZJJaKsl8UZxyZBWavo8GTFNi+cQRTDRztyIywhoT60KquBCCxZeXSfusHvj14O681rgq4ijDERzDKQRwAQ24gSa0gICEZ3iFN894L9679zFvLXnFzCH8gff5AwwfkSY=</latexit><latexit sha1_base64="YRruRdmkXWnz1k7nJ6ugUn25Kwo=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF8FLBBODyRJmJ7PJkHksM7NCWPYvvHhQxKt/482/cZLsQRMLGoqqbrq7ooQzY33/2yutrK6tb5Q3K1vbO7t71f2DtlGpJrRFFFe6E2FDOZO0ZZnltJNoikXE6UM0vp76D09UG6bkvZ0kNBR4KFnMCLZOerztZz0tMpPn/WrNr/szoGUSFKQGBZr96ldvoEgqqLSEY2O6gZ/YMMPaMsJpXumlhiaYjPGQdh2VWFATZrOLc3TilAGKlXYlLZqpvycyLIyZiMh1CmxHZtGbiv953dTGl2HGZJJaKsl8UZxyZBWavo8GTFNi+cQRTDRztyIywhoT60KquBCCxZeXSfusHvj14O681rgq4ijDERzDKQRwAQ24gSa0gICEZ3iFN894L9679zFvLXnFzCH8gff5AwwfkSY=</latexit>

Jm
<latexit sha1_base64="1PfRflm64Sbr83SxtcmokHfzJLk=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF/EUwcRgsoTZyWwyZB7LzKwQlv0LLx4U8erfePNvnCR70MSChqKqm+6uKOHMWN//9korq2vrG+XNytb2zu5edf+gbVSqCW0RxZXuRNhQziRtWWY57SSaYhFx+hCNr6f+wxPVhil5bycJDQUeShYzgq2THm/7WU+LTOR5v1rz6/4MaJkEBalBgWa/+tUbKJIKKi3h2Jhu4Cc2zLC2jHCaV3qpoQkmYzykXUclFtSE2eziHJ04ZYBipV1Ji2bq74kMC2MmInKdAtuRWfSm4n9eN7XxZZgxmaSWSjJfFKccWYWm76MB05RYPnEEE83crYiMsMbEupAqLoRg8eVl0j6rB349uDuvNa6KOMpwBMdwCgFcQANuoAktICDhGV7hzTPei/fufcxbS14xcwh/4H3+AAFukR8=</latexit><latexit sha1_base64="1PfRflm64Sbr83SxtcmokHfzJLk=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF/EUwcRgsoTZyWwyZB7LzKwQlv0LLx4U8erfePNvnCR70MSChqKqm+6uKOHMWN//9korq2vrG+XNytb2zu5edf+gbVSqCW0RxZXuRNhQziRtWWY57SSaYhFx+hCNr6f+wxPVhil5bycJDQUeShYzgq2THm/7WU+LTOR5v1rz6/4MaJkEBalBgWa/+tUbKJIKKi3h2Jhu4Cc2zLC2jHCaV3qpoQkmYzykXUclFtSE2eziHJ04ZYBipV1Ji2bq74kMC2MmInKdAtuRWfSm4n9eN7XxZZgxmaSWSjJfFKccWYWm76MB05RYPnEEE83crYiMsMbEupAqLoRg8eVl0j6rB349uDuvNa6KOMpwBMdwCgFcQANuoAktICDhGV7hzTPei/fufcxbS14xcwh/4H3+AAFukR8=</latexit><latexit sha1_base64="1PfRflm64Sbr83SxtcmokHfzJLk=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF/EUwcRgsoTZyWwyZB7LzKwQlv0LLx4U8erfePNvnCR70MSChqKqm+6uKOHMWN//9korq2vrG+XNytb2zu5edf+gbVSqCW0RxZXuRNhQziRtWWY57SSaYhFx+hCNr6f+wxPVhil5bycJDQUeShYzgq2THm/7WU+LTOR5v1rz6/4MaJkEBalBgWa/+tUbKJIKKi3h2Jhu4Cc2zLC2jHCaV3qpoQkmYzykXUclFtSE2eziHJ04ZYBipV1Ji2bq74kMC2MmInKdAtuRWfSm4n9eN7XxZZgxmaSWSjJfFKccWYWm76MB05RYPnEEE83crYiMsMbEupAqLoRg8eVl0j6rB349uDuvNa6KOMpwBMdwCgFcQANuoAktICDhGV7hzTPei/fufcxbS14xcwh/4H3+AAFukR8=</latexit><latexit sha1_base64="1PfRflm64Sbr83SxtcmokHfzJLk=">AAAB8XicbVDLSgNBEOyNrxhfUY9eBoPgKeyKoMegF/EUwcRgsoTZyWwyZB7LzKwQlv0LLx4U8erfePNvnCR70MSChqKqm+6uKOHMWN//9korq2vrG+XNytb2zu5edf+gbVSqCW0RxZXuRNhQziRtWWY57SSaYhFx+hCNr6f+wxPVhil5bycJDQUeShYzgq2THm/7WU+LTOR5v1rz6/4MaJkEBalBgWa/+tUbKJIKKi3h2Jhu4Cc2zLC2jHCaV3qpoQkmYzykXUclFtSE2eziHJ04ZYBipV1Ji2bq74kMC2MmInKdAtuRWfSm4n9eN7XxZZgxmaSWSjJfFKccWYWm76MB05RYPnEEE83crYiMsMbEupAqLoRg8eVl0j6rB349uDuvNa6KOMpwBMdwCgFcQANuoAktICDhGV7hzTPei/fufcxbS14xcwh/4H3+AAFukR8=</latexit>

⇣(I)
<latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit>

⇣(II)
<latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit>

J I
d<latexit sha1_base64="gG3YjUQylFwC1FML6L2pbZc/1AA=">AAAB/HicbZDLSsNAFIYn9VbrLdqlm8EiuCqJCLosulFXFewF2lgmk0k7dGYSZiZCCPFV3LhQxK0P4s63cZpmoa0/DHz85xzOmd+PGVXacb6tysrq2vpGdbO2tb2zu2fvH3RVlEhMOjhikez7SBFGBeloqhnpx5Ig7jPS86dXs3rvkUhFI3Gv05h4HI0FDSlG2lgju377kA0lz27yfFRAYMBuOE2nEFwGt4QGKNUe2V/DIMIJJ0JjhpQauE6svQxJTTEjeW2YKBIjPEVjMjAoECfKy4rjc3hsnACGkTRPaFi4vycyxJVKuW86OdITtVibmf/VBokOL7yMijjRROD5ojBhUEdwlgQMqCRYs9QAwpKaWyGeIImwNnnVTAju4peXoXvadJ2me3fWaF2WcVTBITgCJ8AF56AFrkEbdAAGKXgGr+DNerJerHfrY95ascqZOvgj6/MHt2eVcw==</latexit><latexit sha1_base64="gG3YjUQylFwC1FML6L2pbZc/1AA=">AAAB/HicbZDLSsNAFIYn9VbrLdqlm8EiuCqJCLosulFXFewF2lgmk0k7dGYSZiZCCPFV3LhQxK0P4s63cZpmoa0/DHz85xzOmd+PGVXacb6tysrq2vpGdbO2tb2zu2fvH3RVlEhMOjhikez7SBFGBeloqhnpx5Ig7jPS86dXs3rvkUhFI3Gv05h4HI0FDSlG2lgju377kA0lz27yfFRAYMBuOE2nEFwGt4QGKNUe2V/DIMIJJ0JjhpQauE6svQxJTTEjeW2YKBIjPEVjMjAoECfKy4rjc3hsnACGkTRPaFi4vycyxJVKuW86OdITtVibmf/VBokOL7yMijjRROD5ojBhUEdwlgQMqCRYs9QAwpKaWyGeIImwNnnVTAju4peXoXvadJ2me3fWaF2WcVTBITgCJ8AF56AFrkEbdAAGKXgGr+DNerJerHfrY95ascqZOvgj6/MHt2eVcw==</latexit><latexit sha1_base64="gG3YjUQylFwC1FML6L2pbZc/1AA=">AAAB/HicbZDLSsNAFIYn9VbrLdqlm8EiuCqJCLosulFXFewF2lgmk0k7dGYSZiZCCPFV3LhQxK0P4s63cZpmoa0/DHz85xzOmd+PGVXacb6tysrq2vpGdbO2tb2zu2fvH3RVlEhMOjhikez7SBFGBeloqhnpx5Ig7jPS86dXs3rvkUhFI3Gv05h4HI0FDSlG2lgju377kA0lz27yfFRAYMBuOE2nEFwGt4QGKNUe2V/DIMIJJ0JjhpQauE6svQxJTTEjeW2YKBIjPEVjMjAoECfKy4rjc3hsnACGkTRPaFi4vycyxJVKuW86OdITtVibmf/VBokOL7yMijjRROD5ojBhUEdwlgQMqCRYs9QAwpKaWyGeIImwNnnVTAju4peXoXvadJ2me3fWaF2WcVTBITgCJ8AF56AFrkEbdAAGKXgGr+DNerJerHfrY95ascqZOvgj6/MHt2eVcw==</latexit><latexit sha1_base64="gG3YjUQylFwC1FML6L2pbZc/1AA=">AAAB/HicbZDLSsNAFIYn9VbrLdqlm8EiuCqJCLosulFXFewF2lgmk0k7dGYSZiZCCPFV3LhQxK0P4s63cZpmoa0/DHz85xzOmd+PGVXacb6tysrq2vpGdbO2tb2zu2fvH3RVlEhMOjhikez7SBFGBeloqhnpx5Ig7jPS86dXs3rvkUhFI3Gv05h4HI0FDSlG2lgju377kA0lz27yfFRAYMBuOE2nEFwGt4QGKNUe2V/DIMIJJ0JjhpQauE6svQxJTTEjeW2YKBIjPEVjMjAoECfKy4rjc3hsnACGkTRPaFi4vycyxJVKuW86OdITtVibmf/VBokOL7yMijjRROD5ojBhUEdwlgQMqCRYs9QAwpKaWyGeIImwNnnVTAju4peXoXvadJ2me3fWaF2WcVTBITgCJ8AF56AFrkEbdAAGKXgGr+DNerJerHfrY95ascqZOvgj6/MHt2eVcw==</latexit>

J II
d<latexit sha1_base64="yn9UIVS9Y4n3DGZyTGtyv6/ISi4=">AAAB/XicbZDLSsNAFIYn9VbrLV52bgaL4KokIuiy6Ma6qmAv0MYymUzaoTOTMDMRagi+ihsXirj1Pdz5Nk7TLLT1h4GP/5zDOfP7MaNKO863VVpaXlldK69XNja3tnfs3b22ihKJSQtHLJJdHynCqCAtTTUj3VgSxH1GOv74alrvPBCpaCTu9CQmHkdDQUOKkTbWwD64uU/7kqeNRpYNcgoM2FWn5uSCi+AWUAWFmgP7qx9EOOFEaMyQUj3XibWXIqkpZiSr9BNFYoTHaEh6BgXiRHlpfn0Gj40TwDCS5gkNc/f3RIq4UhPum06O9EjN16bmf7VeosMLL6UiTjQReLYoTBjUEZxGAQMqCdZsYgBhSc2tEI+QRFibwComBHf+y4vQPq25Ts29PavWL4s4yuAQHIET4IJzUAfXoAlaAINH8AxewZv1ZL1Y79bHrLVkFTP74I+szx9RhpXG</latexit><latexit sha1_base64="yn9UIVS9Y4n3DGZyTGtyv6/ISi4=">AAAB/XicbZDLSsNAFIYn9VbrLV52bgaL4KokIuiy6Ma6qmAv0MYymUzaoTOTMDMRagi+ihsXirj1Pdz5Nk7TLLT1h4GP/5zDOfP7MaNKO863VVpaXlldK69XNja3tnfs3b22ihKJSQtHLJJdHynCqCAtTTUj3VgSxH1GOv74alrvPBCpaCTu9CQmHkdDQUOKkTbWwD64uU/7kqeNRpYNcgoM2FWn5uSCi+AWUAWFmgP7qx9EOOFEaMyQUj3XibWXIqkpZiSr9BNFYoTHaEh6BgXiRHlpfn0Gj40TwDCS5gkNc/f3RIq4UhPum06O9EjN16bmf7VeosMLL6UiTjQReLYoTBjUEZxGAQMqCdZsYgBhSc2tEI+QRFibwComBHf+y4vQPq25Ts29PavWL4s4yuAQHIET4IJzUAfXoAlaAINH8AxewZv1ZL1Y79bHrLVkFTP74I+szx9RhpXG</latexit><latexit sha1_base64="yn9UIVS9Y4n3DGZyTGtyv6/ISi4=">AAAB/XicbZDLSsNAFIYn9VbrLV52bgaL4KokIuiy6Ma6qmAv0MYymUzaoTOTMDMRagi+ihsXirj1Pdz5Nk7TLLT1h4GP/5zDOfP7MaNKO863VVpaXlldK69XNja3tnfs3b22ihKJSQtHLJJdHynCqCAtTTUj3VgSxH1GOv74alrvPBCpaCTu9CQmHkdDQUOKkTbWwD64uU/7kqeNRpYNcgoM2FWn5uSCi+AWUAWFmgP7qx9EOOFEaMyQUj3XibWXIqkpZiSr9BNFYoTHaEh6BgXiRHlpfn0Gj40TwDCS5gkNc/f3RIq4UhPum06O9EjN16bmf7VeosMLL6UiTjQReLYoTBjUEZxGAQMqCdZsYgBhSc2tEI+QRFibwComBHf+y4vQPq25Ts29PavWL4s4yuAQHIET4IJzUAfXoAlaAINH8AxewZv1ZL1Y79bHrLVkFTP74I+szx9RhpXG</latexit><latexit sha1_base64="yn9UIVS9Y4n3DGZyTGtyv6/ISi4=">AAAB/XicbZDLSsNAFIYn9VbrLV52bgaL4KokIuiy6Ma6qmAv0MYymUzaoTOTMDMRagi+ihsXirj1Pdz5Nk7TLLT1h4GP/5zDOfP7MaNKO863VVpaXlldK69XNja3tnfs3b22ihKJSQtHLJJdHynCqCAtTTUj3VgSxH1GOv74alrvPBCpaCTu9CQmHkdDQUOKkTbWwD64uU/7kqeNRpYNcgoM2FWn5uSCi+AWUAWFmgP7qx9EOOFEaMyQUj3XibWXIqkpZiSr9BNFYoTHaEh6BgXiRHlpfn0Gj40TwDCS5gkNc/f3RIq4UhPum06O9EjN16bmf7VeosMLL6UiTjQReLYoTBjUEZxGAQMqCdZsYgBhSc2tEI+QRFibwComBHf+y4vQPq25Ts29PavWL4s4yuAQHIET4IJzUAfXoAlaAINH8AxewZv1ZL1Y79bHrLVkFTP74I+szx9RhpXG</latexit>

J II
m<latexit sha1_base64="fW7hIDFwMt0DAXsFN17WgVxVd9k=">AAAB/XicbZDLSsNAFIZP6q3WW7zs3AwWwVVJRNBl0Y11VcFeoI1lMp20Q2eSMDMRagi+ihsXirj1Pdz5Nk7TLrT1h4GP/5zDOfP7MWdKO863VVhaXlldK66XNja3tnfs3b2mihJJaINEPJJtHyvKWUgbmmlO27GkWPictvzR1aTeeqBSsSi80+OYegIPQhYwgrWxevbBzX3alSKt1bKsl5MwYJedipMLLYI7gzLMVO/ZX91+RBJBQ004VqrjOrH2Uiw1I5xmpW6iaIzJCA9ox2CIBVVeml+foWPj9FEQSfNCjXL390SKhVJj4ZtOgfVQzdcm5n+1TqKDCy9lYZxoGpLpoiDhSEdoEgXqM0mJ5mMDmEhmbkVkiCUm2gRWMiG4819ehOZpxXUq7u1ZuXo5i6MIh3AEJ+DCOVThGurQAAKP8Ayv8GY9WS/Wu/UxbS1Ys5l9+CPr8wdfPJXP</latexit><latexit sha1_base64="fW7hIDFwMt0DAXsFN17WgVxVd9k=">AAAB/XicbZDLSsNAFIZP6q3WW7zs3AwWwVVJRNBl0Y11VcFeoI1lMp20Q2eSMDMRagi+ihsXirj1Pdz5Nk7TLrT1h4GP/5zDOfP7MWdKO863VVhaXlldK66XNja3tnfs3b2mihJJaINEPJJtHyvKWUgbmmlO27GkWPictvzR1aTeeqBSsSi80+OYegIPQhYwgrWxevbBzX3alSKt1bKsl5MwYJedipMLLYI7gzLMVO/ZX91+RBJBQ004VqrjOrH2Uiw1I5xmpW6iaIzJCA9ox2CIBVVeml+foWPj9FEQSfNCjXL390SKhVJj4ZtOgfVQzdcm5n+1TqKDCy9lYZxoGpLpoiDhSEdoEgXqM0mJ5mMDmEhmbkVkiCUm2gRWMiG4819ehOZpxXUq7u1ZuXo5i6MIh3AEJ+DCOVThGurQAAKP8Ayv8GY9WS/Wu/UxbS1Ys5l9+CPr8wdfPJXP</latexit><latexit sha1_base64="fW7hIDFwMt0DAXsFN17WgVxVd9k=">AAAB/XicbZDLSsNAFIZP6q3WW7zs3AwWwVVJRNBl0Y11VcFeoI1lMp20Q2eSMDMRagi+ihsXirj1Pdz5Nk7TLrT1h4GP/5zDOfP7MWdKO863VVhaXlldK66XNja3tnfs3b2mihJJaINEPJJtHyvKWUgbmmlO27GkWPictvzR1aTeeqBSsSi80+OYegIPQhYwgrWxevbBzX3alSKt1bKsl5MwYJedipMLLYI7gzLMVO/ZX91+RBJBQ004VqrjOrH2Uiw1I5xmpW6iaIzJCA9ox2CIBVVeml+foWPj9FEQSfNCjXL390SKhVJj4ZtOgfVQzdcm5n+1TqKDCy9lYZxoGpLpoiDhSEdoEgXqM0mJ5mMDmEhmbkVkiCUm2gRWMiG4819ehOZpxXUq7u1ZuXo5i6MIh3AEJ+DCOVThGurQAAKP8Ayv8GY9WS/Wu/UxbS1Ys5l9+CPr8wdfPJXP</latexit><latexit sha1_base64="fW7hIDFwMt0DAXsFN17WgVxVd9k=">AAAB/XicbZDLSsNAFIZP6q3WW7zs3AwWwVVJRNBl0Y11VcFeoI1lMp20Q2eSMDMRagi+ihsXirj1Pdz5Nk7TLrT1h4GP/5zDOfP7MWdKO863VVhaXlldK66XNja3tnfs3b2mihJJaINEPJJtHyvKWUgbmmlO27GkWPictvzR1aTeeqBSsSi80+OYegIPQhYwgrWxevbBzX3alSKt1bKsl5MwYJedipMLLYI7gzLMVO/ZX91+RBJBQ004VqrjOrH2Uiw1I5xmpW6iaIzJCA9ox2CIBVVeml+foWPj9FEQSfNCjXL390SKhVJj4ZtOgfVQzdcm5n+1TqKDCy9lYZxoGpLpoiDhSEdoEgXqM0mJ5mMDmEhmbkVkiCUm2gRWMiG4819ehOZpxXUq7u1ZuXo5i6MIh3AEJ+DCOVThGurQAAKP8Ayv8GY9WS/Wu/UxbS1Ys5l9+CPr8wdfPJXP</latexit>

J I
m<latexit sha1_base64="0vs3VGD3CNUEBlWz7XGon6fWHoA=">AAAB/HicbZDLSsNAFIZP6q3WW7RLN4NFcFUSEXRZdKOuKtgLtLFMptN26EwSZiZCCPFV3LhQxK0P4s63cZpmoa0/DHz85xzOmd+POFPacb6t0srq2vpGebOytb2zu2fvH7RVGEtCWyTkoez6WFHOAtrSTHPajSTFwue040+vZvXOI5WKhcG9TiLqCTwO2IgRrI01sKu3D2lfivQmywY5CAN2zak7udAyuAXUoFBzYH/1hyGJBQ004VipnutE2kux1IxwmlX6saIRJlM8pj2DARZUeWl+fIaOjTNEo1CaF2iUu78nUiyUSoRvOgXWE7VYm5n/1XqxHl14KQuiWNOAzBeNYo50iGZJoCGTlGieGMBEMnMrIhMsMdEmr4oJwV388jK0T+uuU3fvzmqNyyKOMhzCEZyAC+fQgGtoQgsIJPAMr/BmPVkv1rv1MW8tWcVMFf7I+vwBxR2VfA==</latexit><latexit sha1_base64="0vs3VGD3CNUEBlWz7XGon6fWHoA=">AAAB/HicbZDLSsNAFIZP6q3WW7RLN4NFcFUSEXRZdKOuKtgLtLFMptN26EwSZiZCCPFV3LhQxK0P4s63cZpmoa0/DHz85xzOmd+POFPacb6t0srq2vpGebOytb2zu2fvH7RVGEtCWyTkoez6WFHOAtrSTHPajSTFwue040+vZvXOI5WKhcG9TiLqCTwO2IgRrI01sKu3D2lfivQmywY5CAN2zak7udAyuAXUoFBzYH/1hyGJBQ004VipnutE2kux1IxwmlX6saIRJlM8pj2DARZUeWl+fIaOjTNEo1CaF2iUu78nUiyUSoRvOgXWE7VYm5n/1XqxHl14KQuiWNOAzBeNYo50iGZJoCGTlGieGMBEMnMrIhMsMdEmr4oJwV388jK0T+uuU3fvzmqNyyKOMhzCEZyAC+fQgGtoQgsIJPAMr/BmPVkv1rv1MW8tWcVMFf7I+vwBxR2VfA==</latexit><latexit sha1_base64="0vs3VGD3CNUEBlWz7XGon6fWHoA=">AAAB/HicbZDLSsNAFIZP6q3WW7RLN4NFcFUSEXRZdKOuKtgLtLFMptN26EwSZiZCCPFV3LhQxK0P4s63cZpmoa0/DHz85xzOmd+POFPacb6t0srq2vpGebOytb2zu2fvH7RVGEtCWyTkoez6WFHOAtrSTHPajSTFwue040+vZvXOI5WKhcG9TiLqCTwO2IgRrI01sKu3D2lfivQmywY5CAN2zak7udAyuAXUoFBzYH/1hyGJBQ004VipnutE2kux1IxwmlX6saIRJlM8pj2DARZUeWl+fIaOjTNEo1CaF2iUu78nUiyUSoRvOgXWE7VYm5n/1XqxHl14KQuiWNOAzBeNYo50iGZJoCGTlGieGMBEMnMrIhMsMdEmr4oJwV388jK0T+uuU3fvzmqNyyKOMhzCEZyAC+fQgGtoQgsIJPAMr/BmPVkv1rv1MW8tWcVMFf7I+vwBxR2VfA==</latexit><latexit sha1_base64="0vs3VGD3CNUEBlWz7XGon6fWHoA=">AAAB/HicbZDLSsNAFIZP6q3WW7RLN4NFcFUSEXRZdKOuKtgLtLFMptN26EwSZiZCCPFV3LhQxK0P4s63cZpmoa0/DHz85xzOmd+POFPacb6t0srq2vpGebOytb2zu2fvH7RVGEtCWyTkoez6WFHOAtrSTHPajSTFwue040+vZvXOI5WKhcG9TiLqCTwO2IgRrI01sKu3D2lfivQmywY5CAN2zak7udAyuAXUoFBzYH/1hyGJBQ004VipnutE2kux1IxwmlX6saIRJlM8pj2DARZUeWl+fIaOjTNEo1CaF2iUu78nUiyUSoRvOgXWE7VYm5n/1XqxHl14KQuiWNOAzBeNYo50iGZJoCGTlGieGMBEMnMrIhMsMdEmr4oJwV388jK0T+uuU3fvzmqNyyKOMhzCEZyAC+fQgGtoQgsIJPAMr/BmPVkv1rv1MW8tWcVMFf7I+vwBxR2VfA==</latexit>

c

⇣(I)
<latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit>

⇣(II)
<latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit>

⇣(I)
<latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit>

⇣(II)
<latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit>

⇣(I)
<latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit>

⇣(II)
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d

FIG. 1. Impact of liquid-like condensates on drug-mediated inhibition of amyloid aggregation. (a) We determine
the physical conditions when the presence of a phase-separated condensate (phase I, right) yields a higher degree of inhibition
(e.g., less fibrils at the end of the aggregation reaction) compared to a homogeneous system (left). Inset: Definition of
partitioning of monomers and drug components and associated non-equilibrium diffusive fluxes across the condensate interface.
We neglect diffusive exchange of fibrils through the interface because long fibrils may only slowly diffuse due to the presence of
other fibrils (repatation). (b) The reaction network of amyloid fibril assembly and three established mechanisms of inhibition [10,
28–30]. (c-d) Mechanism by which an inhibitor of secondary nucleation affects amyloid aggregation in a homogeneous (c) and
a heterogeneous system (d). In a homogeneous system the drug reduces the overall fibril concentration by suppressing the
autocatalytic fibril cycle associated with secondary nucleation and growth (depicted by a circular arrow, see panel (b)). In the
phase-separated system, partitioning the drug in I suppresses the autocatalytic fibril cycle in the condensate. This causes a
decrease of cIa(∞), but also a reduction of the monomer flux Jm from II to I, which in turn causes cIIa (∞) to rise. The balance
between these two opposing effects determines the efficacy of the drug to suppress aggregation in the heterogeneous setting.

both phases α = I,II can be written as (SI Sec. S2):
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]n1
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(
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m
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dM
(α)
a

dt
= 2k+

(
c
(α)
d

)
M (α)

m c(α)a , (1c)

dM
(α)
m
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= −2k+

(
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(α)
d

)
M (α)

m c(α)a +
J
(α)
m

V (α)
, (1d)

dc
(α)
d

dt
=
J
(α)
d

V (α)
, (1e)

where c
(α)
a and M

(α)
a denote, respectively, the num-

ber and mass concentrations of aggregates, M
(α)
m is the

monomer concentration and c
(α)
d is the drug concentra-

tion in phase α. (1b) describes the formation of new ag-
gregates by primary and secondary nucleation with k1,
k2 being the rate constants of primary and secondary nu-

cleation and n1, n2 denoting the respective reaction or-
ders. Depending on the value of n2, the secondary nucle-
ation rate describes different processes [55]: fragmenta-
tion (n2 = 0), branching (n2 = 1), and surface-catalysed
secondary nucleation (n2 > 1) (see SI Fig. S1 for exam-
ples of amyloid forming systems and associated reaction
orders). (1c) captures the buildup of aggregate mass by
monomer pickup, where k+ is the rate constant for fib-
ril elongation and the factor 2 accounts for two growing
ends per aggregate. (1d) accounts for monomer deple-
tion by fibril growth and the inter-phase flux maintaining
the monomer equilibrium partitioning. (1e) describes the
partitioning dynamics of the drug. Moreover, in the limit
of fast inhibitor binding, the drug is in pre-equilibrium
with its target and the inhibitor concentration. In this
case, the on/off-binding rate constants of the drug to
monomers (i = m), fibril ends (i = e) and fibril surface
sites (i = s) enter (1) as equilibrium constants Ki (SI
Sec. S1.2, [31]) and the the effective aggregation rates
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can be written as (SI, Sec. S1.3)
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d

)n1

, (1f)

k2
(
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(
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d

)
, (1g)
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(
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d

)
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(
1

1 +Kmc
(α)
d

)(
1

1 +Kec
(α)
d

)
, (1h)

where k1, k2, k+ denote the aggregation rate constants
for primary nucleation, secondary nucleation and growth
in the absence of the inhibitor. Overall, our model for
fibril formation in the presence of condensates and drugs
has three aggregation parameters, reaction orders for pri-
mary and secondary nucleation, binding equilibrium con-
stants for each inhibition mechanism, and three phase
separation parameters: compartment volume V I, and
the partitioning coefficients for drug and monomers, Γd

and Γm. In the following we will choose the aggrega-
tion parameters consistent with amyloid fibril formation
in vitro [52] and vary the phase separation parameters
in ranges consistent with protein condensates in in vitro
and in vivo.

RESULTS

Condensates enhance inhibition of secondary
nucleation

To study the impact of a liquid condensate on aggrega-
tion inhibition, we numerically studied equations (1) and
determined asymptotic analytical solutions for the num-
ber and mass concentrations of fibrils inside and outside
the liquid condensate (Fig. 2(a) and SI Sec. S2.5). These
analytical solutions are valid if the timescales between the
diffusion of monomers and drugs is much shorter than
the comparatively slower aggregation reactions, an as-
sumption which is realised in practice as discussed in SI
Sec. 1.4. In Fig. 2(a) we show representative aggregation
time courses for the number concentration of fibrils in the
absence or in the presence of an inhibitor of secondary nu-
cleation, and with and without condensates, respectively.
We consider the uninhibited, homogeneous system (no
condensates, no drug) as a reference, and compare the
terminal (t → ∞) number concentration of aggregates
formed for three systems: (i) no condensates with drug,
(ii) condensates, no drug and (iii) condensates with drug
(Fig. 2(b)); systems (i) and (iii) have the same total drug
concentration. Strikingly, while in all three systems the
overall concentration of fibrils is reduced relative to the
reference, we see that the system with condensates and
drugs is most effective in inhibiting aggregation. More-
over, adding the drug to a heterogeneous system results
in a significantly more pronounced reduction of fibrils
compared to adding the same type and amount of drug

to the homogeneous system (Fig. 2(b)). Therefore, the
presence of liquid condensates can enhance the inhibitory
action of the drug compared to the homogenous system.

A positive feedback mechanism underlies enhanced
inhibition in the presence of condensates

To understand the mechanism underlying this en-
hancement effect, we consider the impact of the drug
on the aggregate concentration inside (I) and outside
(II) the condensate (Fig. 2(c)). We find that, while the
drug inhibits aggregation in I, aggregation in II yields
more aggregates in the presence of the drug compared
to the case without drug. This seemingly counterintu-
itive effect is a direct consequence of the rapid tendency
of monomers and drug components to reestablish par-
titioning equilibrium (Fig. 2(d)). Let us consider the
case where monomers and drugs partition preferentially
into the condensate (Γm > 1, Γd > 1). An enhanced
concentration of monomers inside the condensate accel-
erates aggregation in phase I compared to the contin-
uous phase II [38]. As aggregation occurs in phase I,
further monomers diffuse from phase II to I to maintain
the monomer partitioning equilibrium, causing aggrega-
tion to occur primarily in phase I [38]. Partitioning of
inhibitors into the condensate then leads to an increase
of binding events of drug molecules to the aggregates in-
side the condensate. This causes further drug molecules
to diffuse from the outside into the condensate to main-
tain the chemical potential of inhibitors constant across
the interface of the condensate. This positive feedback in
phase I couples to negative feedback in phase II, where
drug molecules are continuously depleted in favour of the
condensate. This causes effective suppression of aggrega-
tion in I, but leaves aggregation in II potentially uncon-
trolled. As a result, inhibition is enhanced inside the
phase (I), while it is lowered outside (II).

This coupling effect is reflected in the corresponding
analytic solution to (1) which provides further mechanis-
tic insights. In the SI Secs. S2 and S3 we show that in
a system with condensates but no drug cIa(∞)|cd=0 ∝ κ
and cIIa (∞)|cd=0 ∝ ν/κ, where ν = k1[M tot

m ]n1 is the

rate of primary nucleation and κ =
√

2k+k2[M tot
m ]n2+1 is

the effective rate of aggregate multiplication through the
autocatalytic fibril cycle driven by secondary nucleation
and growth [52] (Fig. 1(b)). We see that the key mech-
anism relies on the coupling of the autocatalytic fibril
cycles inside and outside through the diffusive monomer
flux (Fig. 1(c-d)). For Γm > 1, faster autocatalytic pro-
liferation of aggregates in phase I promotes diffusion of
monomers from II to I; the autocatalytic fibril cycle in
phase I thus acts as a sink of monomers in phase II. In-
deed, increasing κ rises cIa(∞) but lowers cIIa (∞). Thus,
the faster the autocatalytic fibril cycle in I, the greater is
the enrichment of aggregates in the condensate compared
to II. Partitioning the drug in the condensate (Γd > 1)
suppresses fibril autocatalysis in I, hence reducing the
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⇣(II)
<latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit>

⇣(I)
<latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit>

⇣(II)
<latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit>

⇣(I)
<latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit>

⇣(II)
<latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit>

Diffusive drug flux 
replenishes drug in 

condensate

⇣(I)
<latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit>

⇣(II)
<latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit>
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No drug

With drug

No drug

�m,�d > 1
<latexit sha1_base64="aLr6gMN2Xy2NE3BrwthClZC1ie8=">AAACCnicbVDLSgMxFM3UV62vUZduokVwIWVGBF1J0YUuK9gHdIYhk0nb0CQzJBmhDLN246+4caGIW7/AnX9j2s6ith64cHLOveTeEyaMKu04P1ZpaXllda28XtnY3NresXf3WipOJSZNHLNYdkKkCKOCNDXVjHQSSRAPGWmHw5ux334kUtFYPOhRQnyO+oL2KEbaSIF96N0izlGQeZJnPM9PZ99Rnl+5gV11as4EcJG4BamCAo3A/vaiGKecCI0ZUqrrOon2MyQ1xYzkFS9VJEF4iPqka6hAnCg/m5ySw2OjRLAXS1NCw4k6O5EhrtSIh6aTIz1Q895Y/M/rprp36WdUJKkmAk8/6qUM6hiOc4ERlQRrNjIEYUnNrhAPkERYm/QqJgR3/uRF0jqruU7NvT+v1q+LOMrgAByBE+CCC1AHd6ABmgCDJ/AC3sC79Wy9Wh/W57S1ZBUz++APrK9fzcGa8w==</latexit><latexit sha1_base64="aLr6gMN2Xy2NE3BrwthClZC1ie8=">AAACCnicbVDLSgMxFM3UV62vUZduokVwIWVGBF1J0YUuK9gHdIYhk0nb0CQzJBmhDLN246+4caGIW7/AnX9j2s6ith64cHLOveTeEyaMKu04P1ZpaXllda28XtnY3NresXf3WipOJSZNHLNYdkKkCKOCNDXVjHQSSRAPGWmHw5ux334kUtFYPOhRQnyO+oL2KEbaSIF96N0izlGQeZJnPM9PZ99Rnl+5gV11as4EcJG4BamCAo3A/vaiGKecCI0ZUqrrOon2MyQ1xYzkFS9VJEF4iPqka6hAnCg/m5ySw2OjRLAXS1NCw4k6O5EhrtSIh6aTIz1Q895Y/M/rprp36WdUJKkmAk8/6qUM6hiOc4ERlQRrNjIEYUnNrhAPkERYm/QqJgR3/uRF0jqruU7NvT+v1q+LOMrgAByBE+CCC1AHd6ABmgCDJ/AC3sC79Wy9Wh/W57S1ZBUz++APrK9fzcGa8w==</latexit><latexit sha1_base64="aLr6gMN2Xy2NE3BrwthClZC1ie8=">AAACCnicbVDLSgMxFM3UV62vUZduokVwIWVGBF1J0YUuK9gHdIYhk0nb0CQzJBmhDLN246+4caGIW7/AnX9j2s6ith64cHLOveTeEyaMKu04P1ZpaXllda28XtnY3NresXf3WipOJSZNHLNYdkKkCKOCNDXVjHQSSRAPGWmHw5ux334kUtFYPOhRQnyO+oL2KEbaSIF96N0izlGQeZJnPM9PZ99Rnl+5gV11as4EcJG4BamCAo3A/vaiGKecCI0ZUqrrOon2MyQ1xYzkFS9VJEF4iPqka6hAnCg/m5ySw2OjRLAXS1NCw4k6O5EhrtSIh6aTIz1Q895Y/M/rprp36WdUJKkmAk8/6qUM6hiOc4ERlQRrNjIEYUnNrhAPkERYm/QqJgR3/uRF0jqruU7NvT+v1q+LOMrgAByBE+CCC1AHd6ABmgCDJ/AC3sC79Wy9Wh/W57S1ZBUz++APrK9fzcGa8w==</latexit><latexit sha1_base64="aLr6gMN2Xy2NE3BrwthClZC1ie8=">AAACCnicbVDLSgMxFM3UV62vUZduokVwIWVGBF1J0YUuK9gHdIYhk0nb0CQzJBmhDLN246+4caGIW7/AnX9j2s6ith64cHLOveTeEyaMKu04P1ZpaXllda28XtnY3NresXf3WipOJSZNHLNYdkKkCKOCNDXVjHQSSRAPGWmHw5ux334kUtFYPOhRQnyO+oL2KEbaSIF96N0izlGQeZJnPM9PZ99Rnl+5gV11as4EcJG4BamCAo3A/vaiGKecCI0ZUqrrOon2MyQ1xYzkFS9VJEF4iPqka6hAnCg/m5ySw2OjRLAXS1NCw4k6O5EhrtSIh6aTIz1Q895Y/M/rprp36WdUJKkmAk8/6qUM6hiOc4ERlQRrNjIEYUnNrhAPkERYm/QqJgR3/uRF0jqruU7NvT+v1q+LOMrgAByBE+CCC1AHd6ABmgCDJ/AC3sC79Wy9Wh/W57S1ZBUz++APrK9fzcGa8w==</latexit>
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Drug binds surface

⇣(I)
<latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit>

⇣(II)
<latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit>

Diffusive monomer flux 
causes aggregation to 
occur in condensate
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⇣(I)
<latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit><latexit sha1_base64="LHQ6cRbK3+ltFWaKpZjxRdYuD5E=">AAAB+XicbVBNS8NAEJ34WetX1KOXxSLUS0lE0GPRi94q2A9oYtlsN+3SzSbsbgo15J948aCIV/+JN/+N2zYHbX0w8Hhvhpl5QcKZ0o7zba2srq1vbJa2yts7u3v79sFhS8WpJLRJYh7LToAV5UzQpmaa004iKY4CTtvB6Gbqt8dUKhaLBz1JqB/hgWAhI1gbqWfb3hPV+DHzZJRV787yvGdXnJozA1ombkEqUKDRs7+8fkzSiApNOFaq6zqJ9jMsNSOc5mUvVTTBZIQHtGuowBFVfja7PEenRumjMJamhEYz9fdEhiOlJlFgOiOsh2rRm4r/ed1Uh1d+xkSSairIfFGYcqRjNI0B9ZmkRPOJIZhIZm5FZIglJtqEVTYhuIsvL5PWec11au79RaV+XcRRgmM4gSq4cAl1uIUGNIHAGJ7hFd6szHqx3q2PeeuKVcwcwR9Ynz9oY5N+</latexit>

⇣(II)
<latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit><latexit sha1_base64="6XHze6hmsqWDCafxPHf/kzrGwe4=">AAAB+nicbVDLSsNAFJ3UV62vVJduBotQNyURQZdFN3ZXwT6giWUynbRDZyZhZqLUmE9x40IRt36JO//GaZuFth64cDjnXu69J4gZVdpxvq3Cyura+kZxs7S1vbO7Z5f32ypKJCYtHLFIdgOkCKOCtDTVjHRjSRAPGOkE46up37knUtFI3OpJTHyOhoKGFCNtpL5d9h6JRnepJ3labTROsqxvV5yaMwNcJm5OKiBHs29/eYMIJ5wIjRlSquc6sfZTJDXFjGQlL1EkRniMhqRnqECcKD+dnZ7BY6MMYBhJU0LDmfp7IkVcqQkPTCdHeqQWvan4n9dLdHjhp1TEiSYCzxeFCYM6gtMc4IBKgjWbGIKwpOZWiEdIIqxNWiUTgrv48jJpn9Zcp+benFXql3kcRXAIjkAVuOAc1ME1aIIWwOABPINX8GY9WS/Wu/Uxby1Y+cwB+APr8wcCIpPR</latexit>

FIG. 2. Mechanism by which liquid condensates amplify inhibition of secondary nucleation during amyloid
aggregation. (a) Representative reaction time courses of amyloid aggregation for different systems (from top to bottom in
terms of final plateau): (i) a homogeneous system without drug, (ii) a homogeneous system with a drug that inhibits secondary
nucleation, and a heterogeneous system with a phase separated liquid condensate in the absence (iii) and presence (iv) of
the drug. The solid lines show the numerical result from the kinetic equations (1), while the dashed lines show the analytical
solution derived in this study (see SI Sec. S2.5). The plots are generated for V I/V = 10−3, Γm = Γd = 20 and using typical rate
parameters determined previously for the Aβ42 peptide [30, 52]: M tot

m = 1µM, ctot
d = 2µM, k1 = 10−4 M−1s−1, k2 = 4 × 104

M−2s−1, k+ = 3×106 M−1s−1, n1 = n2 = 2, kon = 105 M−1s−1, koff = 10−1 s−1, ki = 102 s−1. (b) Concentration of aggregates
at the end of the aggregation reaction for the four systems (i-iv) considered in panel (a). We see that combining the drug with
liquid-liquid phase separation leads to a significant decrease of the final fibril concentration compared to adding the drug to a
homogeneous system. (c) Time course of aggregation inside (I, top part of plot) and outside (II, bottom part of plot) the liquid
condensate without and with the drug. We see that adding the drug causes a reduction of aggregate concentration inside the
condensate (I) but leads to an increase in aggregate concentration outside the condensate (II). (d) Schematic representation
of the positive feedback mechanism causing enhanced inhibition inside the liquid condensate. For Γm > 1 aggregation occurs
primarily in phase I due to the diffusive flux of monomers maintaining equilibrium. As drug molecules in phase I bind their
target (Γd > 1), their concentration decreases. This leads to a concentration unbalance across the interface of the condensate
which causes a diffusive flux of drug molecules from II to I to restore phase equilibrium. As a result, inhibition is enhanced
inside the condensate (I), but the reaction proceeds in an uncontrolled fashion outside (II).

monomer flux from II to I and decreasing aggregate en-
richment in I. In particular, we find (derivation see SI
Sec. S3):

cIa(∞)

cIa(∞)|cd=0

' (1 +KsξdΓdcd)
−1/2

, (2a)

cIIa (∞)

cIIa (∞)|cd=0

' (1 +KsξdΓdcd)
1/2

, (2b)

where the impact of condensate volume is captured by
the partitioning degree ξd = 1/[1 + (Γd − 1)V I/V ] (in
terms of ξd the drug concentration in phase I is given as
cId = ξdΓdcd). We see from (2) that upconcentrating drug
molecules in phase I by increasing Γd causes effective in-
hibition inside phase I, while in phase II, the aggregate
concentration is increased compared to the uninhibited

kinetics. To understand which of these competing effects
dominate we need to quantify how the phase separation
parameters of volume and partitioning coefficients actu-
ally affect the total amount of aggregates in the system.

Physical conditions for enhanced inhibition of
secondary nucleation by condensates

We introduce an enhancement function E =
ca(∞)|homo /ca(∞) to compare the final aggregate con-
centration formed in a homogeneous system in the pres-
ence of the drug, ca(∞)|homo, with the average aggregate
concentration formed with the same amount of drug in
the phase-separated system, ca(∞) = (V I/V ) cIa(∞) +
(V II/V ) cIIa (∞) (SI Sec. S3). For E > 1 the condensate

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
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�d
<latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit>

V I
/V

<latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit>

E
<latexit sha1_base64="ySzQcFAwM9bjVyZSYvXrw7D1Bj4=">AAAB8nicbVDLSsNAFL2pr1pfVZdugkVwVRIRdFkUwWUF+4A2lMl00g6dzISZG6GEfoYbF4q49Wvc+TdO2iy09cDA4Zx7mXNPmAhu0PO+ndLa+sbmVnm7srO7t39QPTxqG5VqylpUCaW7ITFMcMlayFGwbqIZiUPBOuHkNvc7T0wbruQjThMWxGQkecQpQSv1+jHBMSUiu5sNqjWv7s3hrhK/IDUo0BxUv/pDRdOYSaSCGNPzvQSDjGjkVLBZpZ8alhA6ISPWs1SSmJkgm0eeuWdWGbqR0vZJdOfq742MxMZM49BO5hHNspeL/3m9FKPrIOMySZFJuvgoSoWLys3vd4dcM4piagmhmtusLh0TTSjaliq2BH/55FXSvqj7Xt1/uKw1boo6ynACp3AOPlxBA+6hCS2goOAZXuHNQefFeXc+FqMlp9g5hj9wPn8AdmKRWw==</latexit><latexit sha1_base64="ySzQcFAwM9bjVyZSYvXrw7D1Bj4=">AAAB8nicbVDLSsNAFL2pr1pfVZdugkVwVRIRdFkUwWUF+4A2lMl00g6dzISZG6GEfoYbF4q49Wvc+TdO2iy09cDA4Zx7mXNPmAhu0PO+ndLa+sbmVnm7srO7t39QPTxqG5VqylpUCaW7ITFMcMlayFGwbqIZiUPBOuHkNvc7T0wbruQjThMWxGQkecQpQSv1+jHBMSUiu5sNqjWv7s3hrhK/IDUo0BxUv/pDRdOYSaSCGNPzvQSDjGjkVLBZpZ8alhA6ISPWs1SSmJkgm0eeuWdWGbqR0vZJdOfq742MxMZM49BO5hHNspeL/3m9FKPrIOMySZFJuvgoSoWLys3vd4dcM4piagmhmtusLh0TTSjaliq2BH/55FXSvqj7Xt1/uKw1boo6ynACp3AOPlxBA+6hCS2goOAZXuHNQefFeXc+FqMlp9g5hj9wPn8AdmKRWw==</latexit><latexit sha1_base64="ySzQcFAwM9bjVyZSYvXrw7D1Bj4=">AAAB8nicbVDLSsNAFL2pr1pfVZdugkVwVRIRdFkUwWUF+4A2lMl00g6dzISZG6GEfoYbF4q49Wvc+TdO2iy09cDA4Zx7mXNPmAhu0PO+ndLa+sbmVnm7srO7t39QPTxqG5VqylpUCaW7ITFMcMlayFGwbqIZiUPBOuHkNvc7T0wbruQjThMWxGQkecQpQSv1+jHBMSUiu5sNqjWv7s3hrhK/IDUo0BxUv/pDRdOYSaSCGNPzvQSDjGjkVLBZpZ8alhA6ISPWs1SSmJkgm0eeuWdWGbqR0vZJdOfq742MxMZM49BO5hHNspeL/3m9FKPrIOMySZFJuvgoSoWLys3vd4dcM4piagmhmtusLh0TTSjaliq2BH/55FXSvqj7Xt1/uKw1boo6ynACp3AOPlxBA+6hCS2goOAZXuHNQefFeXc+FqMlp9g5hj9wPn8AdmKRWw==</latexit><latexit sha1_base64="ySzQcFAwM9bjVyZSYvXrw7D1Bj4=">AAAB8nicbVDLSsNAFL2pr1pfVZdugkVwVRIRdFkUwWUF+4A2lMl00g6dzISZG6GEfoYbF4q49Wvc+TdO2iy09cDA4Zx7mXNPmAhu0PO+ndLa+sbmVnm7srO7t39QPTxqG5VqylpUCaW7ITFMcMlayFGwbqIZiUPBOuHkNvc7T0wbruQjThMWxGQkecQpQSv1+jHBMSUiu5sNqjWv7s3hrhK/IDUo0BxUv/pDRdOYSaSCGNPzvQSDjGjkVLBZpZ8alhA6ISPWs1SSmJkgm0eeuWdWGbqR0vZJdOfq742MxMZM49BO5hHNspeL/3m9FKPrIOMySZFJuvgoSoWLys3vd4dcM4piagmhmtusLh0TTSjaliq2BH/55FXSvqj7Xt1/uKw1boo6ynACp3AOPlxBA+6hCS2goOAZXuHNQefFeXc+FqMlp9g5hj9wPn8AdmKRWw==</latexit>

c

Drug partition coefficient �d
<latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit>
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<latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit>
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Drug partition coefficient �d
<latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit>

b

V I/V = 10�4.5
<latexit sha1_base64="eRqtdFXdK0QynY6uYYOGSdwlYQA=">AAACA3icbVBNS8NAEN3Ur1q/ot70EiyCF2MiFb0IRS96q2DTQpuWzXbTLt18sDsRSwh48a948aCIV/+EN/+N2zYHrT4YeLw3w8w8L+ZMgmV9aYW5+YXFpeJyaWV1bX1D39xyZJQIQusk4pFoelhSzkJaBwacNmNBceBx2vCGl2O/cUeFZFF4C6OYugHuh8xnBIOSuvqO00nbQO9BBOl1lh0557bVSQ8r5knW1cuWaU1g/CV2TsooR62rf7Z7EUkCGgLhWMqWbcXgplgAI5xmpXYiaYzJEPdpS9EQB1S66eSHzNhXSs/wI6EqBGOi/pxIcSDlKPBUZ4BhIGe9sfif10rAP3NTFsYJ0JBMF/kJNyAyxoEYPSYoAT5SBBPB1K0GGWCBCajYSioEe/blv8Q5Nm3LtG8q5epFHkcR7aI9dIBsdIqq6ArVUB0R9ICe0At61R61Z+1Ne5+2FrR8Zhv9gvbxDaf8ltk=</latexit><latexit sha1_base64="eRqtdFXdK0QynY6uYYOGSdwlYQA=">AAACA3icbVBNS8NAEN3Ur1q/ot70EiyCF2MiFb0IRS96q2DTQpuWzXbTLt18sDsRSwh48a948aCIV/+EN/+N2zYHrT4YeLw3w8w8L+ZMgmV9aYW5+YXFpeJyaWV1bX1D39xyZJQIQusk4pFoelhSzkJaBwacNmNBceBx2vCGl2O/cUeFZFF4C6OYugHuh8xnBIOSuvqO00nbQO9BBOl1lh0557bVSQ8r5knW1cuWaU1g/CV2TsooR62rf7Z7EUkCGgLhWMqWbcXgplgAI5xmpXYiaYzJEPdpS9EQB1S66eSHzNhXSs/wI6EqBGOi/pxIcSDlKPBUZ4BhIGe9sfif10rAP3NTFsYJ0JBMF/kJNyAyxoEYPSYoAT5SBBPB1K0GGWCBCajYSioEe/blv8Q5Nm3LtG8q5epFHkcR7aI9dIBsdIqq6ArVUB0R9ICe0At61R61Z+1Ne5+2FrR8Zhv9gvbxDaf8ltk=</latexit><latexit sha1_base64="eRqtdFXdK0QynY6uYYOGSdwlYQA=">AAACA3icbVBNS8NAEN3Ur1q/ot70EiyCF2MiFb0IRS96q2DTQpuWzXbTLt18sDsRSwh48a948aCIV/+EN/+N2zYHrT4YeLw3w8w8L+ZMgmV9aYW5+YXFpeJyaWV1bX1D39xyZJQIQusk4pFoelhSzkJaBwacNmNBceBx2vCGl2O/cUeFZFF4C6OYugHuh8xnBIOSuvqO00nbQO9BBOl1lh0557bVSQ8r5knW1cuWaU1g/CV2TsooR62rf7Z7EUkCGgLhWMqWbcXgplgAI5xmpXYiaYzJEPdpS9EQB1S66eSHzNhXSs/wI6EqBGOi/pxIcSDlKPBUZ4BhIGe9sfif10rAP3NTFsYJ0JBMF/kJNyAyxoEYPSYoAT5SBBPB1K0GGWCBCajYSioEe/blv8Q5Nm3LtG8q5epFHkcR7aI9dIBsdIqq6ArVUB0R9ICe0At61R61Z+1Ne5+2FrR8Zhv9gvbxDaf8ltk=</latexit><latexit sha1_base64="eRqtdFXdK0QynY6uYYOGSdwlYQA=">AAACA3icbVBNS8NAEN3Ur1q/ot70EiyCF2MiFb0IRS96q2DTQpuWzXbTLt18sDsRSwh48a948aCIV/+EN/+N2zYHrT4YeLw3w8w8L+ZMgmV9aYW5+YXFpeJyaWV1bX1D39xyZJQIQusk4pFoelhSzkJaBwacNmNBceBx2vCGl2O/cUeFZFF4C6OYugHuh8xnBIOSuvqO00nbQO9BBOl1lh0557bVSQ8r5knW1cuWaU1g/CV2TsooR62rf7Z7EUkCGgLhWMqWbcXgplgAI5xmpXYiaYzJEPdpS9EQB1S66eSHzNhXSs/wI6EqBGOi/pxIcSDlKPBUZ4BhIGe9sfif10rAP3NTFsYJ0JBMF/kJNyAyxoEYPSYoAT5SBBPB1K0GGWCBCajYSioEe/blv8Q5Nm3LtG8q5epFHkcR7aI9dIBsdIqq6ArVUB0R9ICe0At61R61Z+1Ne5+2FrR8Zhv9gvbxDaf8ltk=</latexit>

(1) (3)

(4)(2)

V I/V = 10�1
<latexit sha1_base64="Qc3Sv0vD/c2BiMez6Y+yyEiQNwU=">AAAB/XicbVDLSsNAFJ3UV62v+Ni5CRbBjTUjgm6EohvdVbBpoU3LZDpph85MwsxEqCH4K25cKOLW/3Dn3zhts9DWAxcO59zLvfcEMaNKu+63VVhYXFpeKa6W1tY3Nrfs7R1PRYnEpI4jFslmgBRhVJC6ppqRZiwJ4gEjjWB4PfYbD0QqGol7PYqJz1Ff0JBipI3Utfe8TtqWPL3NshPvErqd9BhmXbvsVtwJnHkCc1IGOWpd+6vdi3DCidCYIaVa0I21nyKpKWYkK7UTRWKEh6hPWoYKxIny08n1mXNolJ4TRtKU0M5E/T2RIq7UiAemkyM9ULPeWPzPayU6vPBTKuJEE4Gni8KEOTpyxlE4PSoJ1mxkCMKSmlsdPEASYW0CK5kQ4OzL88Q7rUC3Au/OytWrPI4i2AcH4AhAcA6q4AbUQB1g8AiewSt4s56sF+vd+pi2Fqx8Zhf8gfX5A0k+lHI=</latexit><latexit sha1_base64="Qc3Sv0vD/c2BiMez6Y+yyEiQNwU=">AAAB/XicbVDLSsNAFJ3UV62v+Ni5CRbBjTUjgm6EohvdVbBpoU3LZDpph85MwsxEqCH4K25cKOLW/3Dn3zhts9DWAxcO59zLvfcEMaNKu+63VVhYXFpeKa6W1tY3Nrfs7R1PRYnEpI4jFslmgBRhVJC6ppqRZiwJ4gEjjWB4PfYbD0QqGol7PYqJz1Ff0JBipI3Utfe8TtqWPL3NshPvErqd9BhmXbvsVtwJnHkCc1IGOWpd+6vdi3DCidCYIaVa0I21nyKpKWYkK7UTRWKEh6hPWoYKxIny08n1mXNolJ4TRtKU0M5E/T2RIq7UiAemkyM9ULPeWPzPayU6vPBTKuJEE4Gni8KEOTpyxlE4PSoJ1mxkCMKSmlsdPEASYW0CK5kQ4OzL88Q7rUC3Au/OytWrPI4i2AcH4AhAcA6q4AbUQB1g8AiewSt4s56sF+vd+pi2Fqx8Zhf8gfX5A0k+lHI=</latexit><latexit sha1_base64="Qc3Sv0vD/c2BiMez6Y+yyEiQNwU=">AAAB/XicbVDLSsNAFJ3UV62v+Ni5CRbBjTUjgm6EohvdVbBpoU3LZDpph85MwsxEqCH4K25cKOLW/3Dn3zhts9DWAxcO59zLvfcEMaNKu+63VVhYXFpeKa6W1tY3Nrfs7R1PRYnEpI4jFslmgBRhVJC6ppqRZiwJ4gEjjWB4PfYbD0QqGol7PYqJz1Ff0JBipI3Utfe8TtqWPL3NshPvErqd9BhmXbvsVtwJnHkCc1IGOWpd+6vdi3DCidCYIaVa0I21nyKpKWYkK7UTRWKEh6hPWoYKxIny08n1mXNolJ4TRtKU0M5E/T2RIq7UiAemkyM9ULPeWPzPayU6vPBTKuJEE4Gni8KEOTpyxlE4PSoJ1mxkCMKSmlsdPEASYW0CK5kQ4OzL88Q7rUC3Au/OytWrPI4i2AcH4AhAcA6q4AbUQB1g8AiewSt4s56sF+vd+pi2Fqx8Zhf8gfX5A0k+lHI=</latexit><latexit sha1_base64="Qc3Sv0vD/c2BiMez6Y+yyEiQNwU=">AAAB/XicbVDLSsNAFJ3UV62v+Ni5CRbBjTUjgm6EohvdVbBpoU3LZDpph85MwsxEqCH4K25cKOLW/3Dn3zhts9DWAxcO59zLvfcEMaNKu+63VVhYXFpeKa6W1tY3Nrfs7R1PRYnEpI4jFslmgBRhVJC6ppqRZiwJ4gEjjWB4PfYbD0QqGol7PYqJz1Ff0JBipI3Utfe8TtqWPL3NshPvErqd9BhmXbvsVtwJnHkCc1IGOWpd+6vdi3DCidCYIaVa0I21nyKpKWYkK7UTRWKEh6hPWoYKxIny08n1mXNolJ4TRtKU0M5E/T2RIq7UiAemkyM9ULPeWPzPayU6vPBTKuJEE4Gni8KEOTpyxlE4PSoJ1mxkCMKSmlsdPEASYW0CK5kQ4OzL88Q7rUC3Au/OytWrPI4i2AcH4AhAcA6q4AbUQB1g8AiewSt4s56sF+vd+pi2Fqx8Zhf8gfX5A0k+lHI=</latexit>

V I/V = 10�2.5
<latexit sha1_base64="kTF3ehiRcWJrVre2JmxYqOnLyAI=">AAAB/3icbVBNS8NAEN3Ur1q/ooIXL4tF8GJMiqIXoehFbxVsWmjTstlu2qW7SdjdCCXm4F/x4kERr/4Nb/4bt20O2vpg4PHeDDPz/JhRqWz72ygsLC4trxRXS2vrG5tb5vaOK6NEYFLHEYtE00eSMBqSuqKKkWYsCOI+Iw1/eD32Gw9ESBqF92oUE4+jfkgDipHSUtfccztpW/D0NstO3EvH7qTHFess65pl27IngPPEyUkZ5Kh1za92L8IJJ6HCDEnZcuxYeSkSimJGslI7kSRGeIj6pKVpiDiRXjq5P4OHWunBIBK6QgUn6u+JFHEpR9zXnRypgZz1xuJ/XitRwYWX0jBOFAnxdFGQMKgiOA4D9qggWLGRJggLqm+FeIAEwkpHVtIhOLMvzxO3Yjm25dydlqtXeRxFsA8OwBFwwDmoghtQA3WAwSN4Bq/gzXgyXox342PaWjDymV3wB8bnDzjJlOo=</latexit><latexit sha1_base64="kTF3ehiRcWJrVre2JmxYqOnLyAI=">AAAB/3icbVBNS8NAEN3Ur1q/ooIXL4tF8GJMiqIXoehFbxVsWmjTstlu2qW7SdjdCCXm4F/x4kERr/4Nb/4bt20O2vpg4PHeDDPz/JhRqWz72ygsLC4trxRXS2vrG5tb5vaOK6NEYFLHEYtE00eSMBqSuqKKkWYsCOI+Iw1/eD32Gw9ESBqF92oUE4+jfkgDipHSUtfccztpW/D0NstO3EvH7qTHFess65pl27IngPPEyUkZ5Kh1za92L8IJJ6HCDEnZcuxYeSkSimJGslI7kSRGeIj6pKVpiDiRXjq5P4OHWunBIBK6QgUn6u+JFHEpR9zXnRypgZz1xuJ/XitRwYWX0jBOFAnxdFGQMKgiOA4D9qggWLGRJggLqm+FeIAEwkpHVtIhOLMvzxO3Yjm25dydlqtXeRxFsA8OwBFwwDmoghtQA3WAwSN4Bq/gzXgyXox342PaWjDymV3wB8bnDzjJlOo=</latexit><latexit sha1_base64="kTF3ehiRcWJrVre2JmxYqOnLyAI=">AAAB/3icbVBNS8NAEN3Ur1q/ooIXL4tF8GJMiqIXoehFbxVsWmjTstlu2qW7SdjdCCXm4F/x4kERr/4Nb/4bt20O2vpg4PHeDDPz/JhRqWz72ygsLC4trxRXS2vrG5tb5vaOK6NEYFLHEYtE00eSMBqSuqKKkWYsCOI+Iw1/eD32Gw9ESBqF92oUE4+jfkgDipHSUtfccztpW/D0NstO3EvH7qTHFess65pl27IngPPEyUkZ5Kh1za92L8IJJ6HCDEnZcuxYeSkSimJGslI7kSRGeIj6pKVpiDiRXjq5P4OHWunBIBK6QgUn6u+JFHEpR9zXnRypgZz1xuJ/XitRwYWX0jBOFAnxdFGQMKgiOA4D9qggWLGRJggLqm+FeIAEwkpHVtIhOLMvzxO3Yjm25dydlqtXeRxFsA8OwBFwwDmoghtQA3WAwSN4Bq/gzXgyXox342PaWjDymV3wB8bnDzjJlOo=</latexit><latexit sha1_base64="kTF3ehiRcWJrVre2JmxYqOnLyAI=">AAAB/3icbVBNS8NAEN3Ur1q/ooIXL4tF8GJMiqIXoehFbxVsWmjTstlu2qW7SdjdCCXm4F/x4kERr/4Nb/4bt20O2vpg4PHeDDPz/JhRqWz72ygsLC4trxRXS2vrG5tb5vaOK6NEYFLHEYtE00eSMBqSuqKKkWYsCOI+Iw1/eD32Gw9ESBqF92oUE4+jfkgDipHSUtfccztpW/D0NstO3EvH7qTHFess65pl27IngPPEyUkZ5Kh1za92L8IJJ6HCDEnZcuxYeSkSimJGslI7kSRGeIj6pKVpiDiRXjq5P4OHWunBIBK6QgUn6u+JFHEpR9zXnRypgZz1xuJ/XitRwYWX0jBOFAnxdFGQMKgiOA4D9qggWLGRJggLqm+FeIAEwkpHVtIhOLMvzxO3Yjm25dydlqtXeRxFsA8OwBFwwDmoghtQA3WAwSN4Bq/gzXgyXox342PaWjDymV3wB8bnDzjJlOo=</latexit>
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Drug partition coefficient �d
<latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit>
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<latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit>

No condensates, 
no drug

Condensates, 
no drug

Drug partition coefficient �d
<latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit>
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<latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit>
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Drug binds fibril ends

FIG. 3. Conditions for enhanced aggregation inhibition mediated by liquid condensates and phase diagram
of optimal system for inhibiting aggregation. (a) Enhancement function E = ca(∞)|homo /ca(∞) with respect to drop

volume, V I/V , and equilibrium drug partition coefficient, Γd (for fixed Γm and drug concentration). We separate regions where
liquid droplets enhance (E > 1, red) or reduce (E < 1, blue) the inhibitory action of a drug that binds fibril surface sites.
The contour lines of the enhancement function E are shown in logarithmic scale in steps of 100.5. (b) Comparison of terminal
aggregate concentrations formed for different systems ((1) no droplets, (2) no droplets + drug, (3) droplets, (4) droplets +
drug) against drug partitioning Γd. The plots are shown for fixed drop volume: V I/V = 10−1 (top), V I/V = 10−2.5 (middle)
and V I/V = 10−4.5 (bottom). (c) Phase diagrams indicating the system that yields the most effective reduction of the total
aggregate concentration depending on drop volume V I/V and drug partitioning Γd for an inhibitor of secondary nucleation.
The parameters are the same as in Fig. 2 except for Γm = 10, M tot

m = 3µM and ctot
d = 10µM. (d-e) Phase diagrams indicating

the system that yields the most effective reduction of the total aggregate concentration for an inhibitor that binds monomers
(d) or fibril ends (e).

enhances inhibition in the entire system compared to a
homogeneous solution, since the system with drop and
drugs yields fewer aggregates than the system without
droplets but with drugs. For large condensates (V I ' V ),
we find that inhibition is enhanced for Γd � 1. For
Γd � 1, we find E < 1, i.e. the phase-separated system
yields more aggregates than the homogeneous one. En-
hanced inhibition therefore occurs if both the inhibitor
and the target are concentrated inside the condensate
(colocalization). As V I is lowered, the contribution of
cIa(∞) to the average concentration ca(∞) is reduced,
making the system more susceptible to uncontrolled ag-
gregation in II. Thus, in the limit of small condensates the
drug should preferably partition outside the condensate
(Γd � 1). Overall, our results suggest that that there
are two competing effects at play: effective enhancement

of inhibition by the condensate requires colocalization of
the drug with the aggregates inside the condensate while
avoiding uncontrolled aggregation outside. Consistently,
the drug should partition in phase I for large condensates,
while for smaller droplets the drug should suppress ag-
gregation outside the condensate.

Optimal enhancement

This qualitative change of mechanism with con-
densate volume raises the question of which sys-
tem (with/without drugs and with/without droplets;
Fig. 2(b)) yields the most effective reduction of aggregate
concentration. To this end, we compare the terminal fib-
ril concentrations as a function of drug partitioning Γd
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for three different condensate volumes V I/V and for the
different systems (Fig. 3(b)): (i) no droplets with drug,
(ii) droplets, no drug and (iii) droplets with drug. For
large condensates the optimal system depends on Γd: If
Γd � 1, the optimal choice is to add the drug to a ho-
mogeneous solution, while if the drug is enriched in the
condensate, Γd � 1, the most effective suppression of
aggregation occurs in the phase-separated system in the
presence of the drug. For intermediate condensate vol-
umes, adding the drug to the heterogeneous system is
the best strategy for all values of Γd. By contrast, in
the limit of smaller condensates adding the drug to the
phase-separated system causes an increase of the over-
all fibril concentration due to uncontrolled aggregation
outside the drop in phase II. In this case, the optimal so-
lution is the phase-separated system in the absence of the
drug. The resulting phase diagram, shown in Fig. 3(c),
thus provides a practical strategy for choosing the most
effective system to suppress aggregation depending on
the phase-separation parameters.

Role of inhibition mechanism

We next sought to understand how the results for an
inhibitor of secondary nucleation differ from other inhi-
bition mechanisms. For example, for an inhibitor that
binds aggregating monomers, we find (derivation see SI
Sec. S3):

cIa(∞)

cIa(∞)|cd=0

' (1 +KsξdΓdcd)
−(n2+1)/2

, (3a)

cIIa (∞)

cIIa (∞)|cd=0

' (1 +KsξdΓdcd)
(n2+1)/2−n1 . (3b)

We see that the drug has opposite effects on the aggre-
gate concentration in II depending on the sign of the
exponent (n2 + 1)/2 − n1. Here, (n2 + 1)/2 is the ef-
fective reaction order of the autocatalytic fibril cycle[? ]
and n1 is the reaction order of primary nucleation. Thus,
when n1 < (n2 + 1)/2 the drug inhibits the autocatalytic
fibril cycle in I much more effectively than primary nu-
cleation in II (Fig. 3(d)). This reduces the aggregate
concentration in I but causes uncontrolled aggregation
in II, similar to what we found for an inhibitor of sec-
ondary nucleation. By contrast, when n1 > (n2 + 1)/2
the drug inhibits primary nucleation in II much more
effectively than the autocatalytic proliferation of fibrils
in I. This causes effective suppression of aggregation in
both phases, because aggregation in II never gets out
of control. Crucially this observation implies that when
the drug is an effective inhibitor of primary nucleation,
adding the drug to the phase-separated system is always
the optimal strategy (Fig. 3(d)). However, for drugs in-
hibiting growth at fibril ends, the system with droplets
but without drug is always the optimal one (Fig. 3(e)).
This effect is because binding the fibril ends increases the
fibril number concentration.

Condensates increase potency of aggregation
inhibitors

Our theory predicts under which conditions conden-
sates enhance aggregation inhibition compared to a ho-
mogeneous system. This indicates that an equivalent
degree of inhibition compared to the homogeneous sys-
tem can be realised using a smaller amount of drug
in the presence of condensates. In other words liquid
condensates can enhance the potency of a drug. To
illustrate this effect, we define for both, the homoge-
neous and the phase-separated system, a drug-response
curve R(cd) given as the relative difference between
asymptotic fibril concentrations with and without drug,
R(cd) = 1 − ca(∞)/ ca(∞)|cd=0 (Fig. 4a). On the ba-
sis of the response function, we introduce the drug po-
tency P = 1/EC50 as the inverse of the drug concen-
tration necessary to suppress 50% of the aggregates, de-
noted as EC50. The smaller EC50, the more potent is
the drug. In Fig. 4b, we show the potency for two in-
hibition strategies that exhibit distinct phase diagrams
for the optimal system to inhibit aggregation (Fig. 3).
For an inhibitor of secondary nucleation we see that
the potency increases with decreasing drop volume in
the limit of large condensates. For small condensates,
the optimal system becomes the phase-separated system
without drug (Fig. 3c); correspondingly, the potency de-
creases due to uncontrolled aggregation in phase II. For
an inhibitor that binds monomers with n1 < (n2 + 1)/2,
the behavior is fundamentally different. The potency in-
creases with decreasing drop volume reaching a plateau.
This effect is in line with the prediction that the phase-
separated system with drug is the optimal one for all
values of V I/V (Fig. 3d). We then calculate the ratio
between EC50 values in the absence and in the presence
of condensates, respectively, which we refer to as relative
potency (SI Sec. S4):

Prel =
EC50|homo

EC50|droplets
' Γd

1 + (Γd − 1)V I/V
. (4)

Strikingly, we find that while the absolute value of the
potency differs among the different inhibition strategies,
the relative potency is independent of the specific mech-
anism of inhibition, at least under the conditions when
the phase-separated system with drug is the optimal sys-
tem (Fig. 4c); Prel thus represents a universal relation-
ship for how drugs affect aggregation in the presence of
condensates. The relative potency Prel increases from
unity for large condensates to a value equal to the drug
partitioning Γd when the condensate volume is decreased
(Fig. 4c). Hence, reducing the volume of the condensate
V I/V and/or increasing the drug enrichment factor Γd

lead to a strong increase of the relative potency. This
increase corresponds to a strong reduction of the amount
of drug necessary to inhibit aggregation.

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
The copyright holder for this preprintthis version posted October 29, 2020. ; https://doi.org/10.1101/2020.10.29.360206doi: bioRxiv preprint 
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<latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit>
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Kcd
<latexit sha1_base64="BJM+EjH7X0XOaRJl5mK33Ah7tRM=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU0lE0GPRi+Clgv2AJpTNZtMu3d2E3Y1QQv6GFw+KePXPePPfuG1z0NYHA4/3ZpiZF6acaeO6305lbX1jc6u6XdvZ3ds/qB8edXWSKUI7JOGJ6odYU84k7RhmOO2nimIRctoLJ7czv/dElWaJfDTTlAYCjySLGcHGSv49IsPcVyKPimJYb7hNdw60SrySNKBEe1j/8qOEZIJKQzjWeuC5qQlyrAwjnBY1P9M0xWSCR3RgqcSC6iCf31ygM6tEKE6ULWnQXP09kWOh9VSEtlNgM9bL3kz8zxtkJr4OcibTzFBJFovijCOToFkAKGKKEsOnlmCimL0VkTFWmBgbU82G4C2/vEq6F03PbXoPl43WTRlHFU7gFM7BgytowR20oQMEUniGV3hzMufFeXc+Fq0Vp5w5hj9wPn8ACx+Rrg==</latexit><latexit sha1_base64="BJM+EjH7X0XOaRJl5mK33Ah7tRM=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU0lE0GPRi+Clgv2AJpTNZtMu3d2E3Y1QQv6GFw+KePXPePPfuG1z0NYHA4/3ZpiZF6acaeO6305lbX1jc6u6XdvZ3ds/qB8edXWSKUI7JOGJ6odYU84k7RhmOO2nimIRctoLJ7czv/dElWaJfDTTlAYCjySLGcHGSv49IsPcVyKPimJYb7hNdw60SrySNKBEe1j/8qOEZIJKQzjWeuC5qQlyrAwjnBY1P9M0xWSCR3RgqcSC6iCf31ygM6tEKE6ULWnQXP09kWOh9VSEtlNgM9bL3kz8zxtkJr4OcibTzFBJFovijCOToFkAKGKKEsOnlmCimL0VkTFWmBgbU82G4C2/vEq6F03PbXoPl43WTRlHFU7gFM7BgytowR20oQMEUniGV3hzMufFeXc+Fq0Vp5w5hj9wPn8ACx+Rrg==</latexit><latexit sha1_base64="BJM+EjH7X0XOaRJl5mK33Ah7tRM=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU0lE0GPRi+Clgv2AJpTNZtMu3d2E3Y1QQv6GFw+KePXPePPfuG1z0NYHA4/3ZpiZF6acaeO6305lbX1jc6u6XdvZ3ds/qB8edXWSKUI7JOGJ6odYU84k7RhmOO2nimIRctoLJ7czv/dElWaJfDTTlAYCjySLGcHGSv49IsPcVyKPimJYb7hNdw60SrySNKBEe1j/8qOEZIJKQzjWeuC5qQlyrAwjnBY1P9M0xWSCR3RgqcSC6iCf31ygM6tEKE6ULWnQXP09kWOh9VSEtlNgM9bL3kz8zxtkJr4OcibTzFBJFovijCOToFkAKGKKEsOnlmCimL0VkTFWmBgbU82G4C2/vEq6F03PbXoPl43WTRlHFU7gFM7BgytowR20oQMEUniGV3hzMufFeXc+Fq0Vp5w5hj9wPn8ACx+Rrg==</latexit><latexit sha1_base64="BJM+EjH7X0XOaRJl5mK33Ah7tRM=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU0lE0GPRi+Clgv2AJpTNZtMu3d2E3Y1QQv6GFw+KePXPePPfuG1z0NYHA4/3ZpiZF6acaeO6305lbX1jc6u6XdvZ3ds/qB8edXWSKUI7JOGJ6odYU84k7RhmOO2nimIRctoLJ7czv/dElWaJfDTTlAYCjySLGcHGSv49IsPcVyKPimJYb7hNdw60SrySNKBEe1j/8qOEZIJKQzjWeuC5qQlyrAwjnBY1P9M0xWSCR3RgqcSC6iCf31ygM6tEKE6ULWnQXP09kWOh9VSEtlNgM9bL3kz8zxtkJr4OcibTzFBJFovijCOToFkAKGKKEsOnlmCimL0VkTFWmBgbU82G4C2/vEq6F03PbXoPl43WTRlHFU7gFM7BgytowR20oQMEUniGV3hzMufFeXc+Fq0Vp5w5hj9wPn8ACx+Rrg==</latexit>

P r
e
l

<latexit sha1_base64="naSd47/CCMtl4OqUDCelBLX2Sqo=">AAAB/3icbVDLSsNAFL2pr1pfUcGNm8EiuCqJCLosunFZwT6gCWEynbZDJ5MwMxFKzMJfceNCEbf+hjv/xkmbhbYeGDiccy/3zAkTzpR2nG+rsrK6tr5R3axtbe/s7tn7Bx0Vp5LQNol5LHshVpQzQduaaU57iaQ4CjnthpObwu8+UKlYLO71NKF+hEeCDRnB2kiBfeRFWI8J5lkrDzJPRpmkPM8Du+40nBnQMnFLUocSrcD+8gYxSSMqNOFYqb7rJNrPsNSMcJrXvFTRBJMJHtG+oQJHVPnZLH+OTo0yQMNYmic0mqm/NzIcKTWNQjNZpFWLXiH+5/VTPbzyMyaSVFNB5oeGKUc6RkUZaMAkJZpPDcFEMpMVkTGWmGhTWc2U4C5+eZl0zhuu03DvLurN67KOKhzDCZyBC5fQhFtoQRsIPMIzvMKb9WS9WO/Wx3y0YpU7h/AH1ucPJrmW0g==</latexit><latexit sha1_base64="naSd47/CCMtl4OqUDCelBLX2Sqo=">AAAB/3icbVDLSsNAFL2pr1pfUcGNm8EiuCqJCLosunFZwT6gCWEynbZDJ5MwMxFKzMJfceNCEbf+hjv/xkmbhbYeGDiccy/3zAkTzpR2nG+rsrK6tr5R3axtbe/s7tn7Bx0Vp5LQNol5LHshVpQzQduaaU57iaQ4CjnthpObwu8+UKlYLO71NKF+hEeCDRnB2kiBfeRFWI8J5lkrDzJPRpmkPM8Du+40nBnQMnFLUocSrcD+8gYxSSMqNOFYqb7rJNrPsNSMcJrXvFTRBJMJHtG+oQJHVPnZLH+OTo0yQMNYmic0mqm/NzIcKTWNQjNZpFWLXiH+5/VTPbzyMyaSVFNB5oeGKUc6RkUZaMAkJZpPDcFEMpMVkTGWmGhTWc2U4C5+eZl0zhuu03DvLurN67KOKhzDCZyBC5fQhFtoQRsIPMIzvMKb9WS9WO/Wx3y0YpU7h/AH1ucPJrmW0g==</latexit><latexit sha1_base64="naSd47/CCMtl4OqUDCelBLX2Sqo=">AAAB/3icbVDLSsNAFL2pr1pfUcGNm8EiuCqJCLosunFZwT6gCWEynbZDJ5MwMxFKzMJfceNCEbf+hjv/xkmbhbYeGDiccy/3zAkTzpR2nG+rsrK6tr5R3axtbe/s7tn7Bx0Vp5LQNol5LHshVpQzQduaaU57iaQ4CjnthpObwu8+UKlYLO71NKF+hEeCDRnB2kiBfeRFWI8J5lkrDzJPRpmkPM8Du+40nBnQMnFLUocSrcD+8gYxSSMqNOFYqb7rJNrPsNSMcJrXvFTRBJMJHtG+oQJHVPnZLH+OTo0yQMNYmic0mqm/NzIcKTWNQjNZpFWLXiH+5/VTPbzyMyaSVFNB5oeGKUc6RkUZaMAkJZpPDcFEMpMVkTGWmGhTWc2U4C5+eZl0zhuu03DvLurN67KOKhzDCZyBC5fQhFtoQRsIPMIzvMKb9WS9WO/Wx3y0YpU7h/AH1ucPJrmW0g==</latexit><latexit sha1_base64="naSd47/CCMtl4OqUDCelBLX2Sqo=">AAAB/3icbVDLSsNAFL2pr1pfUcGNm8EiuCqJCLosunFZwT6gCWEynbZDJ5MwMxFKzMJfceNCEbf+hjv/xkmbhbYeGDiccy/3zAkTzpR2nG+rsrK6tr5R3axtbe/s7tn7Bx0Vp5LQNol5LHshVpQzQduaaU57iaQ4CjnthpObwu8+UKlYLO71NKF+hEeCDRnB2kiBfeRFWI8J5lkrDzJPRpmkPM8Du+40nBnQMnFLUocSrcD+8gYxSSMqNOFYqb7rJNrPsNSMcJrXvFTRBJMJHtG+oQJHVPnZLH+OTo0yQMNYmic0mqm/NzIcKTWNQjNZpFWLXiH+5/VTPbzyMyaSVFNB5oeGKUc6RkUZaMAkJZpPDcFEMpMVkTGWmGhTWc2U4C5+eZl0zhuu03DvLurN67KOKhzDCZyBC5fQhFtoQRsIPMIzvMKb9WS9WO/Wx3y0YpU7h/AH1ucPJrmW0g==</latexit>

Homogeneous system

EC50|homo
<latexit sha1_base64="L4MQjI4qK0uAlczWBTzmusx2htY=">AAACAnicdVDLSgMxFM34rPVVdSVugkVwVWaspXVXLILLCvYB7TBk0rQNTSZDkhHKOLjxV9y4UMStX+HOvzHTjqCiBy6cnHMvuff4IaNK2/aHtbC4tLyymlvLr29sbm0XdnbbSkQSkxYWTMiujxRhNCAtTTUj3VASxH1GOv6kkfqdGyIVFcG1nobE5WgU0CHFSBvJK+z3JY8vGokXV+zk1ovT51hwkSReoWiXquVKreJAu2TPkJKzWrlWhU6mFEGGpld47w8EjjgJNGZIqZ5jh9qNkdQUM5Lk+5EiIcITNCI9QwPEiXLj2QkJPDLKAA6FNBVoOFO/T8SIKzXlvunkSI/Vby8V//J6kR7W3JgGYaRJgOcfDSMGtYBpHnBAJcGaTQ1BWFKzK8RjJBHWJrW8CeHrUvg/aZ+UHLvkXJ0W6+dZHDlwAA7BMXBAFdTBJWiCFsDgDjyAJ/Bs3VuP1ov1Om9dsLKZPfAD1tsnZG6YFQ==</latexit><latexit sha1_base64="L4MQjI4qK0uAlczWBTzmusx2htY=">AAACAnicdVDLSgMxFM34rPVVdSVugkVwVWaspXVXLILLCvYB7TBk0rQNTSZDkhHKOLjxV9y4UMStX+HOvzHTjqCiBy6cnHMvuff4IaNK2/aHtbC4tLyymlvLr29sbm0XdnbbSkQSkxYWTMiujxRhNCAtTTUj3VASxH1GOv6kkfqdGyIVFcG1nobE5WgU0CHFSBvJK+z3JY8vGokXV+zk1ovT51hwkSReoWiXquVKreJAu2TPkJKzWrlWhU6mFEGGpld47w8EjjgJNGZIqZ5jh9qNkdQUM5Lk+5EiIcITNCI9QwPEiXLj2QkJPDLKAA6FNBVoOFO/T8SIKzXlvunkSI/Vby8V//J6kR7W3JgGYaRJgOcfDSMGtYBpHnBAJcGaTQ1BWFKzK8RjJBHWJrW8CeHrUvg/aZ+UHLvkXJ0W6+dZHDlwAA7BMXBAFdTBJWiCFsDgDjyAJ/Bs3VuP1ov1Om9dsLKZPfAD1tsnZG6YFQ==</latexit><latexit sha1_base64="L4MQjI4qK0uAlczWBTzmusx2htY=">AAACAnicdVDLSgMxFM34rPVVdSVugkVwVWaspXVXLILLCvYB7TBk0rQNTSZDkhHKOLjxV9y4UMStX+HOvzHTjqCiBy6cnHMvuff4IaNK2/aHtbC4tLyymlvLr29sbm0XdnbbSkQSkxYWTMiujxRhNCAtTTUj3VASxH1GOv6kkfqdGyIVFcG1nobE5WgU0CHFSBvJK+z3JY8vGokXV+zk1ovT51hwkSReoWiXquVKreJAu2TPkJKzWrlWhU6mFEGGpld47w8EjjgJNGZIqZ5jh9qNkdQUM5Lk+5EiIcITNCI9QwPEiXLj2QkJPDLKAA6FNBVoOFO/T8SIKzXlvunkSI/Vby8V//J6kR7W3JgGYaRJgOcfDSMGtYBpHnBAJcGaTQ1BWFKzK8RjJBHWJrW8CeHrUvg/aZ+UHLvkXJ0W6+dZHDlwAA7BMXBAFdTBJWiCFsDgDjyAJ/Bs3VuP1ov1Om9dsLKZPfAD1tsnZG6YFQ==</latexit><latexit sha1_base64="L4MQjI4qK0uAlczWBTzmusx2htY=">AAACAnicdVDLSgMxFM34rPVVdSVugkVwVWaspXVXLILLCvYB7TBk0rQNTSZDkhHKOLjxV9y4UMStX+HOvzHTjqCiBy6cnHMvuff4IaNK2/aHtbC4tLyymlvLr29sbm0XdnbbSkQSkxYWTMiujxRhNCAtTTUj3VASxH1GOv6kkfqdGyIVFcG1nobE5WgU0CHFSBvJK+z3JY8vGokXV+zk1ovT51hwkSReoWiXquVKreJAu2TPkJKzWrlWhU6mFEGGpld47w8EjjgJNGZIqZ5jh9qNkdQUM5Lk+5EiIcITNCI9QwPEiXLj2QkJPDLKAA6FNBVoOFO/T8SIKzXlvunkSI/Vby8V//J6kR7W3JgGYaRJgOcfDSMGtYBpHnBAJcGaTQ1BWFKzK8RjJBHWJrW8CeHrUvg/aZ+UHLvkXJ0W6+dZHDlwAA7BMXBAFdTBJWiCFsDgDjyAJ/Bs3VuP1ov1Om9dsLKZPfAD1tsnZG6YFQ==</latexit>
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Potency increases

Drug concentration

R <latexit sha1_base64="Q3XUr6egFAOTzVnITKKG+KVC2QM=">AAAB8nicbVDLSsNAFL2pr1pfVZdugkVwVRIRdFl047KKfUAbymQ6aYdOZsLMjVBCP8ONC0Xc+jXu/BsnbRbaemDgcM69zLknTAQ36HnfTmltfWNzq7xd2dnd2z+oHh61jUo1ZS2qhNLdkBgmuGQt5ChYN9GMxKFgnXBym/udJ6YNV/IRpwkLYjKSPOKUoJV6/ZjgmBKRPcwG1ZpX9+ZwV4lfkBoUaA6qX/2homnMJFJBjOn5XoJBRjRyKtis0k8NSwidkBHrWSpJzEyQzSPP3DOrDN1IafskunP190ZGYmOmcWgn84hm2cvF/7xeitF1kHGZpMgkXXwUpcJF5eb3u0OuGUUxtYRQzW1Wl46JJhRtSxVbgr988ippX9R9r+7fX9YaN0UdZTiBUzgHH66gAXfQhBZQUPAMr/DmoPPivDsfi9GSU+wcwx84nz+KI5Fo</latexit><latexit sha1_base64="Q3XUr6egFAOTzVnITKKG+KVC2QM=">AAAB8nicbVDLSsNAFL2pr1pfVZdugkVwVRIRdFl047KKfUAbymQ6aYdOZsLMjVBCP8ONC0Xc+jXu/BsnbRbaemDgcM69zLknTAQ36HnfTmltfWNzq7xd2dnd2z+oHh61jUo1ZS2qhNLdkBgmuGQt5ChYN9GMxKFgnXBym/udJ6YNV/IRpwkLYjKSPOKUoJV6/ZjgmBKRPcwG1ZpX9+ZwV4lfkBoUaA6qX/2homnMJFJBjOn5XoJBRjRyKtis0k8NSwidkBHrWSpJzEyQzSPP3DOrDN1IafskunP190ZGYmOmcWgn84hm2cvF/7xeitF1kHGZpMgkXXwUpcJF5eb3u0OuGUUxtYRQzW1Wl46JJhRtSxVbgr988ippX9R9r+7fX9YaN0UdZTiBUzgHH66gAXfQhBZQUPAMr/DmoPPivDsfi9GSU+wcwx84nz+KI5Fo</latexit><latexit sha1_base64="Q3XUr6egFAOTzVnITKKG+KVC2QM=">AAAB8nicbVDLSsNAFL2pr1pfVZdugkVwVRIRdFl047KKfUAbymQ6aYdOZsLMjVBCP8ONC0Xc+jXu/BsnbRbaemDgcM69zLknTAQ36HnfTmltfWNzq7xd2dnd2z+oHh61jUo1ZS2qhNLdkBgmuGQt5ChYN9GMxKFgnXBym/udJ6YNV/IRpwkLYjKSPOKUoJV6/ZjgmBKRPcwG1ZpX9+ZwV4lfkBoUaA6qX/2homnMJFJBjOn5XoJBRjRyKtis0k8NSwidkBHrWSpJzEyQzSPP3DOrDN1IafskunP190ZGYmOmcWgn84hm2cvF/7xeitF1kHGZpMgkXXwUpcJF5eb3u0OuGUUxtYRQzW1Wl46JJhRtSxVbgr988ippX9R9r+7fX9YaN0UdZTiBUzgHH66gAXfQhBZQUPAMr/DmoPPivDsfi9GSU+wcwx84nz+KI5Fo</latexit><latexit sha1_base64="Q3XUr6egFAOTzVnITKKG+KVC2QM=">AAAB8nicbVDLSsNAFL2pr1pfVZdugkVwVRIRdFl047KKfUAbymQ6aYdOZsLMjVBCP8ONC0Xc+jXu/BsnbRbaemDgcM69zLknTAQ36HnfTmltfWNzq7xd2dnd2z+oHh61jUo1ZS2qhNLdkBgmuGQt5ChYN9GMxKFgnXBym/udJ6YNV/IRpwkLYjKSPOKUoJV6/ZjgmBKRPcwG1ZpX9+ZwV4lfkBoUaA6qX/2homnMJFJBjOn5XoJBRjRyKtis0k8NSwidkBHrWSpJzEyQzSPP3DOrDN1IafskunP190ZGYmOmcWgn84hm2cvF/7xeitF1kHGZpMgkXXwUpcJF5eb3u0OuGUUxtYRQzW1Wl46JJhRtSxVbgr988ippX9R9r+7fX9YaN0UdZTiBUzgHH66gAXfQhBZQUPAMr/DmoPPivDsfi9GSU+wcwx84nz+KI5Fo</latexit>
With 

condensates
No 

condensates

EC50|drops
<latexit sha1_base64="a3LZzRM/ZV6Ei/xrsMNE21HXu0M="></latexit><latexit sha1_base64="a3LZzRM/ZV6Ei/xrsMNE21HXu0M="></latexit><latexit sha1_base64="a3LZzRM/ZV6Ei/xrsMNE21HXu0M="></latexit><latexit sha1_base64="a3LZzRM/ZV6Ei/xrsMNE21HXu0M="></latexit>
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Drop volume V I/V
<latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit>
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P <latexit sha1_base64="74mg33jYF/WPnqMSc/8gi8//P8o=">AAAB8nicbVBNS8NAFHypX7V+VT16WSyCp5KIoMeiF48VbC2koWy2m3bpJht2X4QS+jO8eFDEq7/Gm//GTZuDtg4sDDPvsfMmTKUw6LrfTmVtfWNzq7pd29nd2z+oHx51jco04x2mpNK9kBouRcI7KFDyXqo5jUPJH8PJbeE/PnFthEoecJryIKajRESCUbSS348pjhmVeXs2qDfcpjsHWSVeSRpQoj2of/WHimUxT5BJaozvuSkGOdUomOSzWj8zPKVsQkfctzShMTdBPo88I2dWGZJIafsSJHP190ZOY2OmcWgni4hm2SvE/zw/w+g6yEWSZsgTtvgoyiRBRYr7yVBozlBOLaFMC5uVsDHVlKFtqWZL8JZPXiXdi6bnNr37y0brpqyjCidwCufgwRW04A7a0AEGCp7hFd4cdF6cd+djMVpxyp1j+APn8weHGZFm</latexit><latexit sha1_base64="74mg33jYF/WPnqMSc/8gi8//P8o=">AAAB8nicbVBNS8NAFHypX7V+VT16WSyCp5KIoMeiF48VbC2koWy2m3bpJht2X4QS+jO8eFDEq7/Gm//GTZuDtg4sDDPvsfMmTKUw6LrfTmVtfWNzq7pd29nd2z+oHx51jco04x2mpNK9kBouRcI7KFDyXqo5jUPJH8PJbeE/PnFthEoecJryIKajRESCUbSS348pjhmVeXs2qDfcpjsHWSVeSRpQoj2of/WHimUxT5BJaozvuSkGOdUomOSzWj8zPKVsQkfctzShMTdBPo88I2dWGZJIafsSJHP190ZOY2OmcWgni4hm2SvE/zw/w+g6yEWSZsgTtvgoyiRBRYr7yVBozlBOLaFMC5uVsDHVlKFtqWZL8JZPXiXdi6bnNr37y0brpqyjCidwCufgwRW04A7a0AEGCp7hFd4cdF6cd+djMVpxyp1j+APn8weHGZFm</latexit><latexit sha1_base64="74mg33jYF/WPnqMSc/8gi8//P8o=">AAAB8nicbVBNS8NAFHypX7V+VT16WSyCp5KIoMeiF48VbC2koWy2m3bpJht2X4QS+jO8eFDEq7/Gm//GTZuDtg4sDDPvsfMmTKUw6LrfTmVtfWNzq7pd29nd2z+oHx51jco04x2mpNK9kBouRcI7KFDyXqo5jUPJH8PJbeE/PnFthEoecJryIKajRESCUbSS348pjhmVeXs2qDfcpjsHWSVeSRpQoj2of/WHimUxT5BJaozvuSkGOdUomOSzWj8zPKVsQkfctzShMTdBPo88I2dWGZJIafsSJHP190ZOY2OmcWgni4hm2SvE/zw/w+g6yEWSZsgTtvgoyiRBRYr7yVBozlBOLaFMC5uVsDHVlKFtqWZL8JZPXiXdi6bnNr37y0brpqyjCidwCufgwRW04A7a0AEGCp7hFd4cdF6cd+djMVpxyp1j+APn8weHGZFm</latexit><latexit sha1_base64="74mg33jYF/WPnqMSc/8gi8//P8o=">AAAB8nicbVBNS8NAFHypX7V+VT16WSyCp5KIoMeiF48VbC2koWy2m3bpJht2X4QS+jO8eFDEq7/Gm//GTZuDtg4sDDPvsfMmTKUw6LrfTmVtfWNzq7pd29nd2z+oHx51jco04x2mpNK9kBouRcI7KFDyXqo5jUPJH8PJbeE/PnFthEoecJryIKajRESCUbSS348pjhmVeXs2qDfcpjsHWSVeSRpQoj2of/WHimUxT5BJaozvuSkGOdUomOSzWj8zPKVsQkfctzShMTdBPo88I2dWGZJIafsSJHP190ZOY2OmcWgni4hm2SvE/zw/w+g6yEWSZsgTtvgoyiRBRYr7yVBozlBOLaFMC5uVsDHVlKFtqWZL8JZPXiXdi6bnNr37y0brpqyjCidwCufgwRW04A7a0AEGCp7hFd4cdF6cd+djMVpxyp1j+APn8weHGZFm</latexit>

Drop volume V I/V
<latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit><latexit sha1_base64="0n3pdJWYBbceIiHt672XO2xLFeA=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU01E0GPRi94q2LTQxLLZbtulu5uwuxFKyN/w4kERr/4Zb/4bt20O2vpg4PHeDDPzooQzbVz32ymtrK6tb5Q3K1vbO7t71f0DX8epIrRFYh6rToQ15UzSlmGG006iKBYRp+1ofDP1209UaRbLBzNJaCjwULIBI9hYKfAfs0CJ7C7Pz/xetebW3RnQMvEKUoMCzV71K+jHJBVUGsKx1l3PTUyYYWUY4TSvBKmmCSZjPKRdSyUWVIfZ7OYcnViljwaxsiUNmqm/JzIstJ6IyHYKbEZ60ZuK/3nd1AyuwozJJDVUkvmiQcqRidE0ANRnihLDJ5Zgopi9FZERVpgYG1PFhuAtvrxM/PO659a9+4ta47qIowxHcAyn4MElNOAWmtACAgk8wyu8Oanz4rw7H/PWklPMHMIfOJ8/96eRnw==</latexit>

�d
<latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit><latexit sha1_base64="rdEUAhk5lqG4ZWjMhS4KcwqsGQ0=">AAAB+HicbVBNS8NAEN3Ur1o/WvXoJVgETyURQY9FD3qsYD+gCWGy2bRLdzdhdyPUkF/ixYMiXv0p3vw3btsctPXBwOO9GWbmhSmjSjvOt1VZW9/Y3Kpu13Z29/brjYPDnkoyiUkXJyyRgxAUYVSQrqaakUEqCfCQkX44uZn5/UciFU3Eg56mxOcwEjSmGLSRgkbduwXOIcg9yfOoKIJG02k5c9irxC1JE5XoBI0vL0pwxonQmIFSQ9dJtZ+D1BQzUtS8TJEU8ARGZGioAE6Un88PL+xTo0R2nEhTQttz9fdEDlypKQ9NJwc9VsveTPzPG2Y6vvJzKtJME4EXi+KM2TqxZynYEZUEazY1BLCk5lYbj0EC1iarmgnBXX55lfTOW67Tcu8vmu3rMo4qOkYn6Ay56BK10R3qoC7CKEPP6BW9WU/Wi/VufSxaK1Y5c4T+wPr8ATLOk24=</latexit>

Kcd
<latexit sha1_base64="BJM+EjH7X0XOaRJl5mK33Ah7tRM=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU0lE0GPRi+Clgv2AJpTNZtMu3d2E3Y1QQv6GFw+KePXPePPfuG1z0NYHA4/3ZpiZF6acaeO6305lbX1jc6u6XdvZ3ds/qB8edXWSKUI7JOGJ6odYU84k7RhmOO2nimIRctoLJ7czv/dElWaJfDTTlAYCjySLGcHGSv49IsPcVyKPimJYb7hNdw60SrySNKBEe1j/8qOEZIJKQzjWeuC5qQlyrAwjnBY1P9M0xWSCR3RgqcSC6iCf31ygM6tEKE6ULWnQXP09kWOh9VSEtlNgM9bL3kz8zxtkJr4OcibTzFBJFovijCOToFkAKGKKEsOnlmCimL0VkTFWmBgbU82G4C2/vEq6F03PbXoPl43WTRlHFU7gFM7BgytowR20oQMEUniGV3hzMufFeXc+Fq0Vp5w5hj9wPn8ACx+Rrg==</latexit><latexit sha1_base64="BJM+EjH7X0XOaRJl5mK33Ah7tRM=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU0lE0GPRi+Clgv2AJpTNZtMu3d2E3Y1QQv6GFw+KePXPePPfuG1z0NYHA4/3ZpiZF6acaeO6305lbX1jc6u6XdvZ3ds/qB8edXWSKUI7JOGJ6odYU84k7RhmOO2nimIRctoLJ7czv/dElWaJfDTTlAYCjySLGcHGSv49IsPcVyKPimJYb7hNdw60SrySNKBEe1j/8qOEZIJKQzjWeuC5qQlyrAwjnBY1P9M0xWSCR3RgqcSC6iCf31ygM6tEKE6ULWnQXP09kWOh9VSEtlNgM9bL3kz8zxtkJr4OcibTzFBJFovijCOToFkAKGKKEsOnlmCimL0VkTFWmBgbU82G4C2/vEq6F03PbXoPl43WTRlHFU7gFM7BgytowR20oQMEUniGV3hzMufFeXc+Fq0Vp5w5hj9wPn8ACx+Rrg==</latexit><latexit sha1_base64="BJM+EjH7X0XOaRJl5mK33Ah7tRM=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU0lE0GPRi+Clgv2AJpTNZtMu3d2E3Y1QQv6GFw+KePXPePPfuG1z0NYHA4/3ZpiZF6acaeO6305lbX1jc6u6XdvZ3ds/qB8edXWSKUI7JOGJ6odYU84k7RhmOO2nimIRctoLJ7czv/dElWaJfDTTlAYCjySLGcHGSv49IsPcVyKPimJYb7hNdw60SrySNKBEe1j/8qOEZIJKQzjWeuC5qQlyrAwjnBY1P9M0xWSCR3RgqcSC6iCf31ygM6tEKE6ULWnQXP09kWOh9VSEtlNgM9bL3kz8zxtkJr4OcibTzFBJFovijCOToFkAKGKKEsOnlmCimL0VkTFWmBgbU82G4C2/vEq6F03PbXoPl43WTRlHFU7gFM7BgytowR20oQMEUniGV3hzMufFeXc+Fq0Vp5w5hj9wPn8ACx+Rrg==</latexit><latexit sha1_base64="BJM+EjH7X0XOaRJl5mK33Ah7tRM=">AAAB83icbVBNS8NAEJ3Ur1q/qh69LBbBU0lE0GPRi+Clgv2AJpTNZtMu3d2E3Y1QQv6GFw+KePXPePPfuG1z0NYHA4/3ZpiZF6acaeO6305lbX1jc6u6XdvZ3ds/qB8edXWSKUI7JOGJ6odYU84k7RhmOO2nimIRctoLJ7czv/dElWaJfDTTlAYCjySLGcHGSv49IsPcVyKPimJYb7hNdw60SrySNKBEe1j/8qOEZIJKQzjWeuC5qQlyrAwjnBY1P9M0xWSCR3RgqcSC6iCf31ygM6tEKE6ULWnQXP09kWOh9VSEtlNgM9bL3kz8zxtkJr4OcibTzFBJFovijCOToFkAKGKKEsOnlmCimL0VkTFWmBgbU82G4C2/vEq6F03PbXoPl43WTRlHFU7gFM7BgytowR20oQMEUniGV3hzMufFeXc+Fq0Vp5w5hj9wPn8ACx+Rrg==</latexit>

P r
e
l

<latexit sha1_base64="naSd47/CCMtl4OqUDCelBLX2Sqo=">AAAB/3icbVDLSsNAFL2pr1pfUcGNm8EiuCqJCLosunFZwT6gCWEynbZDJ5MwMxFKzMJfceNCEbf+hjv/xkmbhbYeGDiccy/3zAkTzpR2nG+rsrK6tr5R3axtbe/s7tn7Bx0Vp5LQNol5LHshVpQzQduaaU57iaQ4CjnthpObwu8+UKlYLO71NKF+hEeCDRnB2kiBfeRFWI8J5lkrDzJPRpmkPM8Du+40nBnQMnFLUocSrcD+8gYxSSMqNOFYqb7rJNrPsNSMcJrXvFTRBJMJHtG+oQJHVPnZLH+OTo0yQMNYmic0mqm/NzIcKTWNQjNZpFWLXiH+5/VTPbzyMyaSVFNB5oeGKUc6RkUZaMAkJZpPDcFEMpMVkTGWmGhTWc2U4C5+eZl0zhuu03DvLurN67KOKhzDCZyBC5fQhFtoQRsIPMIzvMKb9WS9WO/Wx3y0YpU7h/AH1ucPJrmW0g==</latexit><latexit sha1_base64="naSd47/CCMtl4OqUDCelBLX2Sqo=">AAAB/3icbVDLSsNAFL2pr1pfUcGNm8EiuCqJCLosunFZwT6gCWEynbZDJ5MwMxFKzMJfceNCEbf+hjv/xkmbhbYeGDiccy/3zAkTzpR2nG+rsrK6tr5R3axtbe/s7tn7Bx0Vp5LQNol5LHshVpQzQduaaU57iaQ4CjnthpObwu8+UKlYLO71NKF+hEeCDRnB2kiBfeRFWI8J5lkrDzJPRpmkPM8Du+40nBnQMnFLUocSrcD+8gYxSSMqNOFYqb7rJNrPsNSMcJrXvFTRBJMJHtG+oQJHVPnZLH+OTo0yQMNYmic0mqm/NzIcKTWNQjNZpFWLXiH+5/VTPbzyMyaSVFNB5oeGKUc6RkUZaMAkJZpPDcFEMpMVkTGWmGhTWc2U4C5+eZl0zhuu03DvLurN67KOKhzDCZyBC5fQhFtoQRsIPMIzvMKb9WS9WO/Wx3y0YpU7h/AH1ucPJrmW0g==</latexit><latexit sha1_base64="naSd47/CCMtl4OqUDCelBLX2Sqo=">AAAB/3icbVDLSsNAFL2pr1pfUcGNm8EiuCqJCLosunFZwT6gCWEynbZDJ5MwMxFKzMJfceNCEbf+hjv/xkmbhbYeGDiccy/3zAkTzpR2nG+rsrK6tr5R3axtbe/s7tn7Bx0Vp5LQNol5LHshVpQzQduaaU57iaQ4CjnthpObwu8+UKlYLO71NKF+hEeCDRnB2kiBfeRFWI8J5lkrDzJPRpmkPM8Du+40nBnQMnFLUocSrcD+8gYxSSMqNOFYqb7rJNrPsNSMcJrXvFTRBJMJHtG+oQJHVPnZLH+OTo0yQMNYmic0mqm/NzIcKTWNQjNZpFWLXiH+5/VTPbzyMyaSVFNB5oeGKUc6RkUZaMAkJZpPDcFEMpMVkTGWmGhTWc2U4C5+eZl0zhuu03DvLurN67KOKhzDCZyBC5fQhFtoQRsIPMIzvMKb9WS9WO/Wx3y0YpU7h/AH1ucPJrmW0g==</latexit><latexit sha1_base64="naSd47/CCMtl4OqUDCelBLX2Sqo=">AAAB/3icbVDLSsNAFL2pr1pfUcGNm8EiuCqJCLosunFZwT6gCWEynbZDJ5MwMxFKzMJfceNCEbf+hjv/xkmbhbYeGDiccy/3zAkTzpR2nG+rsrK6tr5R3axtbe/s7tn7Bx0Vp5LQNol5LHshVpQzQduaaU57iaQ4CjnthpObwu8+UKlYLO71NKF+hEeCDRnB2kiBfeRFWI8J5lkrDzJPRpmkPM8Du+40nBnQMnFLUocSrcD+8gYxSSMqNOFYqb7rJNrPsNSMcJrXvFTRBJMJHtG+oQJHVPnZLH+OTo0yQMNYmic0mqm/NzIcKTWNQjNZpFWLXiH+5/VTPbzyMyaSVFNB5oeGKUc6RkUZaMAkJZpPDcFEMpMVkTGWmGhTWc2U4C5+eZl0zhuu03DvLurN67KOKhzDCZyBC5fQhFtoQRsIPMIzvMKb9WS9WO/Wx3y0YpU7h/AH1ucPJrmW0g==</latexit>
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FIG. 4. Liquid condensates increase the potency of protein aggregation inhibitors. (a) Drug-response curve
R(cd) in the absence and in the presence of a liquid condensate. The presence of the liquid condensate increases the potency by
reducing EC50. The plot is shown for an inhibitor of secondary nucleation using the same parameters as in Fig. 3c except for
Γd = 102 and V I/V = 10−2. (b) Potency of inhibitors that bind fibril ends (orange) or monomers (with n1 = 1 and n2 = 2, blue)
against drop volume for Γd = 102. The potency is defined as P = 1/EC50 of the respective system. The dashed lines indicate
the potency of the respective homogeneous system. (c) Relative drug potency, defined as P = EC50|no droplets / EC50|droplets,

collapses onto a universal curve, (4), at least for large condensates (thick dashed line). For small condensates, the potency of
the inhibitor of secondary nucleation decreases due to uncontrolled aggregation in phase II.

DISCUSSION AND CONCLUSIONS

Heterogeneous environments have much potential in
regulating biochemical reactions [32–35]. Our present
study shows that liquid-like condensates can strongly af-
fect drug-mediated inhibition of amyloid aggregation by
providing such a heterogeneous environment composed
of two coexisting phases. A key finding is that the po-
tency of amyloid fibril inhibitors (chaperones, synthetic
drugs) can be increased due to the presence of a liquid
condensate. This increase in potency implies that a sig-
nificantly smaller drug dose is required to equally inhibit
aggregation compared to the corresponding homogeneous
system. We find that this potency increase follows a uni-
versal trend with partitioning coefficient and condensate
volume which is independent of the specific inhibition
mechanism. Instead the potency depends on the generic
colocalization of the inhibitor with its target within the
liquid condensate leading to a positive feedback on the
inhibition of aggregates.

To experimentally scrutinize our key findings we pro-
pose considering protein-rich condensates which recruit
aggregation-prone monomers as well as aggregation in-
hibitors (chaperones or synthetic drugs) and determining
the response as a function of drug/chaperone concentra-

tion with and without condensates (Fig. 4a).

In living cells, the colocalization of drug/chaperones
and aggregates may reduce the toxic effects on the
organism by preventing drug/chaperone molecules from
interacting with other sensitive cellular domains. Thus,
our finding of an enhanced drug potency due to the
presence of condensates suggests revisiting nominally
efficacious drugs that have been disregarded in a homo-
geneous setting due to their high toxicity and shift the
focus to how drugs act specifically in the context of a
spatially organized, intra-cellular environment.
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[55] T. C. Michaels, A. Šarić, J. Habchi, S. Chia, G. Meisl,
M. Vendruscolo, C. M. Dobson, and T. P. Knowles, An-
nual review of physical chemistry (2018).

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
The copyright holder for this preprintthis version posted October 29, 2020. ; https://doi.org/10.1101/2020.10.29.360206doi: bioRxiv preprint 

http://dx.doi.org/10.1126/sciadv.1501244
http://dx.doi.org/10.1126/sciadv.1501244
http://dx.doi.org/10.1073/pnas.1904090116
http://dx.doi.org/10.1073/pnas.1904090116
http://dx.doi.org/https://doi.org/10.1016/j.bbapap.2013.01.003
http://dx.doi.org/https://doi.org/10.1016/j.bbapap.2013.01.003
http://dx.doi.org/https://doi.org/10.1016/j.bbapap.2013.01.003
https://doi.org/10.1101/2020.10.29.360206


10

[56] M. Törnquist, T. C. Michaels, K. Sanagavarapu, X. Yang, G. Meisl, S. I. Cohen, T. P. Knowles, and
S. Linse, Chemical Communications 54, 8667 (2018).

(which was not certified by peer review) is the author/funder. All rights reserved. No reuse allowed without permission. 
The copyright holder for this preprintthis version posted October 29, 2020. ; https://doi.org/10.1101/2020.10.29.360206doi: bioRxiv preprint 

https://doi.org/10.1101/2020.10.29.360206

	Liquid condensates increase potency of amyloid fibril inhibitors
	Abstract
	Model for amyloid formation with inhibitors and liquid condensates
	Results
	Condensates enhance inhibition of secondary nucleation
	A positive feedback mechanism underlies enhanced inhibition in the presence of condensates
	Physical conditions for enhanced inhibition of secondary nucleation by condensates
	Optimal enhancement
	Role of inhibition mechanism
	Condensates increase potency of aggregation inhibitors

	Discussion and conclusions
	References


