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S1 Supplementary Material

All simulations were performed using the Julia programming language. Analysis were performed ei-
ther in Matlab and Excel . Code files are freely available at http://www.montefiore.ulg.ac.be/
~guilldrion/Files/Jacquerie2021_codes.zip and and https://osf.io/sth4d/.
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A. Quantification of the firing pattern properties

In Fig 2 (in the main article), for each model, one thousand circuits of two interconnected neurons are
generated with random ionic conductances varying from 10, 20 and 30% from their nominal values.
Fig S9. [1] shows the spiking frequency in tonic mode (blue) and the intra-burst frequency (orange)
among the rhythmic circuits. Models with a fast activation of T-type calcium channels show large
variations in the properties of the rhythm. Restoring the slow CaT channel activation reduces the
standard deviation (see models 5 vs 5" and models 6 vs 6”).
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Fig S9. 1: Quantification of the rhythmic networks obtained in Fig 2 (main article) for a variability equals to
10% (left), 20% (center) and 30% (right). The figure plots he mean and the standard deviation of the spiking
frequency in tonic mode (blue) and the intraburst frequency (orange) of the inhibitory cell.
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B. Simulations of the reduced models

Fig S9. [2] illustrates the simulation of the reduced models not shown in Fig 6 and Fig 7 (in the main
article). The top traces shows the switch from tonic to burst when the current is hyperpolarized.
The four models have the same behavior (top). However, models embedding a slow T-type calcium
channels exhibit a lower branch in the V-nullcline (models 2, 5" and 6’) while model 5 considering an
instantaneous activation exhibits N-shape.
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Fig S9. 2: Simulations of the reduced models (top) Voltage recordings of a hyperpolarizing-induced
bursting considering its nominal T-type calcium channel activation and (bottom) the associated phase portrait
at the saddle node bifurcation (in models 2,5’,6 and 6’). The square arrow indicates the hyperpolarizing step
current. V-(resp Vs-) nullcline is marked in blue (resp. green). The unstable fixed nodes are drawn in open
circles. The half-open circle indicates the meeting between the saddle node and the stable fixed point.

C. Model description and their parameter values

Model 1
Paper: [Drion, Dethier, Franci, and Sepulchre| (2018))]

lonic currents
This model is composed of a six ionic currents:

a transient sodium current: Iy, = §Nam§vah Na(Vin — VNa),

a delayed-rectifier potassium current: Ix p = gr, Dm‘}g (Vi — Vi),

- a T-type calcium current: Icar = goarme,rhcar(Vin — Vea),

a calcium-activated potassium current: Ix cq = Gr,caMK,Caco(Ca)(Vin — Vi),

a hyperpolarization-activation cation current: Iy = ggmpy(Vy, — Vi),

- a leak current: Ijeqk = Greak(Vin — Vieak)-

Voltage-dependent steady-state functions and associated time constants for activation and inactivation
gating variables are given in Table S9. The calcium-dependent activation of the calcium-activated
potassium current is modeled as follows: M cq.00([Cal) = ([Ca]/([Cal+Kp))?. The calcium dynamics



follows the equation [C’a] = —ki1Icqr — k2[Ca] where ky and ky are rate parameters. Parameters used
in simulations are: Cp, = 1[uF/cm?], Vy, = 50mV, Vi = —85mV, Vi, = 120mV, Vi = —55mV,
Vi = —20mV, Kp = 170. The maximal conductances are expressed in [mS/cm?] and their nominal
values are gn, = 170, grx,p = 40, gcar = 0.55, gr.ca = 4, gu = 0.01 and geqr, = 0.055

Connectivity

For circuit and network models, the nominal values of maximal synaptic conductances are equal to:
gampa = 0.1/ng, gaaa, = 0.4/n; and ggaBa, = 2/n1 where np and ny are respectively the number
of excitatory and inhibitory cells.

Applied currents

- At single-cell level, a hyperpolarized-induced bursting is obtained with the applied current equals to
1 then -0.9 [1A/em?] (veferring to Figure 1A).

- Single-cell robustness in C),; the applied current during the first period is equal to 1 and then it is
swept from 0 to -2 with a step of 0.1. The hyperpolarized current leading to the highest robustness in
capacitance value variation is -1 (referring to Figure 1C).

- For 2-cell circuit or 200-cell network , the applied current exerted on the inhibitory cells is switching
from 1 to -2.6 [A/cm?] (referring to Figures 2 to 5).

Threshold voltage
In Figure 3B, C and D, the voltage-dependent time constants of sodium channel activation 7, (Vi)

and T-type calcium channel activation 7., (V;,) are evaluated at V;,, = —50mV. The T-type calcium
channel inactivation 73, (Vyn) is evaluated at V,,, = —70mV.
Currentscapes

Figure 1B shows the switch from tonic to burst in a neuron model whose parameters are: C' =1, gy,
= 200, gk = 20, goar = 0.75, gxca = 4, gu = 0.1 (top)/gr = 0.0008 (bottom), greqr = 0.055, .
The current in the depolarized state is equal to 1 and in the hyperpolarized state -1.85 (top) / -1.07
(bottom). The other parameters remain the same as in the initial description.

Model 2
Paper: [Destexhe, Contreras, Steriade, Sejnowski, and Huguenard| (1996])]

ITonic currents
The model is composed of four ionic currents:

a sodium current: Ing = gnamy hva(Vin — Va),

a potassium current: Ix = gKm}L((Vm - Vk),

- a T-type calcium current: Ig,r = gCaTm%’aThCaT(Vm — Vew),

a leakage current: I} = Greak (Vin — Vieak)-

Voltage-dependent steady-state functions and associated time constants for activation and inactiva-
tion gating variables are given in Table S9. |3| with V5(V) = V — Vppqup. Parameters used in simu-
lations are: Cp, = le — 3 [mF/cm?], Vg = 50mV, Vi = —100mV, Vg, = 120mV, Viear = —82mV,
Virrauws = —63mV. Here, we chose to fix the reversal potential of calcium channel rather than evaluate
it through calcium concentrations. The maximal conductances are expressed in [S/em?] and their
nominal values are gy, = 0.4, g, p = 0.08, gcar = 0.006, Gjear, = Se — 5.

Connectivity
For circuit and network models, the nominal values of maximal synaptic conductances are equal to:
gampa = 0.1e73/ng, JGABA, = 0.2¢73/n; and JGABAg = le=3/n; where ng and n; are respectively



the number of excitatory and inhibitory cells.

Applied currents

- At single-cell level, a hyperpolarized-induced bursting is obtained with the applied current equals to
0.4e73 then 0 [mA/cm?] (referring to Figure 1A).

- Single-cell robustness in C,,; the applied current during the first period is equal to 0.4e™3 and then
it is swept from 0.25e72 to -0.25¢~3 with a step of 0.15e 3. The hyperpolarized current leading to the
highest robustness in capacitance value variation is 0.1e 3. (referring to Figure 1C).

- For a 2-cell circuit or 200-cell network, the applied current exerted on the inhibitory cells is switching
from 0.4e~3 to -0.3¢~3 [mA/em?] (veferring to Figures 2 to 5).

Threshold voltage
In Figure 3B, C and D, the voltage-dependent time constants of sodium channel activation 7, (Vi)

and T-type calcium channel activation 7, (V;,) are evaluated at V;,, = —60mV. The T-type calcium
channel inactivation 73, (Vin) is evaluated at V;,, = —=70mV.
Model 3

Paper: [Destexhe, Neubig, Ulrich, and Huguenard, (1998))]

lonic currents
The model is composed of four ionic currents:

a sodium current: Ing = gnamy hna(Vin — Va),

a potassium current: I = gKm}L((Vm — Vi),

- a T-type calcium current: Ig,r = gCaTm%aThCaT(Vm — Vew),

a leakage current: I} = Greak (Vin — Vieak)-

Voltage-dependent steady-state functions and associated time constants for activation and inactiva-
tion gating variables are given in Table S9 with Vo(V) = V — Vprews and a voltage-shift of 3mV
for calcium current as explained in [Destexhe et al| (1998)]. Parameters used in simulations are:
Cm = 0.88 [uF /em?], Vyg = 50mV, Vi = —100mV, Vg, = 120mV, Viear = —70mV, Viygup = —52mV.
Here, we chose to fix the reversal potential of calcium channel instead of computing it through calcium
concentration and to use a maximum conductance instead of a maximum permeability. The maxi-
mal conductances are expressed in [mS/cm?] and their nominal values are gn, = 100, ggx,p = 100,
gcar = 3.3, Gleak = 5€ — 2.

Connectivity

For circuit and network models, the nominal values of maximal synaptic conductances are equal to:
gampa = 0.1/ng, 9cABA, = 0.2/nr and goaBag = 1/n; where ng and ny are respectively the number
of excitatory and inhibitory cells.

Applied currents

- At single-cell level, a hyperpolarized-induced bursting is obtained with the applied current equals to
1.5 then -0.7[uA/em?] (referring to Figure 1A).

- Single-cell robustness in C,; the applied current during the first period is equal to 1.5 and then it is
swept from -0.1 to -1 with a step of 0.1. The hyperpolarized current leading to the highest robustness
in capacitance value robustness is -0.6 (referring to Figure 1C).

- For 2-cell circuit or 200-cell network, the applied current exerted on the inhibitory cells is switching
from 1.5 to -1.7 [uA/cm?] (referring to Figures 2 to 5).



Threshold voltage
In Figure 3B, C and D, the voltage-dependent time constants of sodium channel activation 7, ,,, (Vi)

and T-type calcium channel activation 7, (V;,) are evaluated at V;,, = —40mV. The T-type calcium
channel inactivation 73, (Vin) is evaluated at V;,, = —60mV.
Model 4

Papers: [Huguenard and McCormick| (1992); McCormick and Huguenard| (1992)]

lonic currents
The model is composed of eleven ionic currents:

- a transient sodium current: Iy, = gNam:])’Vah Na(Vin — VNa),

a persistent sodium current: Ingp = gnapMNap(Vin — Vva),

- a T-type calcium current: Ig,r = QCaTm%aThCaT(Vm — Vew),

a calcium-activated potassium current: I = gemo(Vin — Vi),

a low threshold calcium current: Iy = §Lm%(Vm —Vea),

- several potassium current: Ir,, = gx,, Mr,hic, ,(Vin — Vi), Iky, = Groymic i, (Vi — Vi),
Ix = gamiha(Vin — Vi), Ia, = gaymy,ha,(Vin — Vi)

a sodium leakage current: Ingjeak = gNateak(Vin — VNa),

a potassium leakage current: Ik jcak = 9K 1eak (Vi — V).

Voltage-dependent steady-state functions and associated time constants for activation and inactiva-
tion gating variables are given in Table S9. Parameters used in simulations are: C,, = 0.29 [nF],
VNe = 50mV, Vg = —105mV, Vg, = 120mV. Here, we chose to fix the reversal potential of calcium
channel instead of computed it through calcium concentration. The maximal conductances are ex-
pressed in [mS] and their nominal values are gy, = 12, gng, = 7e — 3, ga = 20e — 3, ga, = 15e — 3,
gcaT = 1, ng,a = 38e — 3, gKQ,b = 26e — 3, gc = 1, gL = 0.8, gNa,leak: = 2.65¢ —3 and gKJeak =Te—3.

Connectivity

For circuit and network models, the nominal values of maximal synaptic conductances are equal to:
gampa = 0.01/ng, gaasa, = 0.04/n; and goapag = 0.01/n; where ng and n; are respectively the
number of excitatory and inhibitory cells.

Applied currents

- At single-cell level, a hyperpolarized-induced bursting is obtained with the applied current equals to
1 then 0.1 [uA/cem?] (veferring to Figure 1A).

- Single-cell robustness in C),; the applied current during the first period is equal to 1 and then it is
swept from 0.4 to -0.2 with a step of 0.1. The hyperpolarized current leading to the highest robustness
in capacitance value variation is 0.1 (referring to Figure 1C).

- For 2-cell circuit or 200-cell network, the applied current exerted on the inhibitory cells is switching
from 1 to 0 [uA/cm?] (referring to Figures 2 to 5).

Threshold voltage

In Figure 3B, C and D, the voltage-dependent time constants of sodium channel activation 7, (Vi)
and T-type calcium channel activation 7., (V;,) are evaluated at V;,, = —50mV. The T-type calcium
channel inactivation 7, (Vyn) is evaluated at V,,, = —60mV.



Model 5
Paper: [Wang (1994)]

Tonic currents
This model is composed of a six ionic currents:

a transient sodium current: Iy, = gNam:])’Vam(O.SS —mg) (Vi — VNa),

a persistent sodium current: Iyg, = gNCLPm?Vap oo Vi — Vna),

a potassium current: Ix = gKm}L((Vm - Vk),

- a T-type calcium current: Io,7 = gcaTm%aT’oohcaT(Vm —Vea),
- asag current: Iy = ggm%(Vin — V),

- a leak current: Ijeqk = Greak(Vin — Vieak)-

Voltage-dependent steady-state functions and associated time constants for activation and inactiva-
tion gating variables are given in Table S9. @ Parameters used in simulations are: C,, = 1[uF/cm?],
VNa = 55mV, VK = —SOHIV, VCa = 120mV, Vleak = —70mV, VH = —40mV, oK — 10, ONqg — 6,
ONap = —5, 0, = —79 and kj, = 5. The maximal conductances are expressed in [mS/cm?] and their
nominal values are gy, = 42, gnap = 9, gx = 30, goor = 1, gy = 0.04 and geqr, = 0.12

Connectivity

For circuit and network models, the nominal values of maximal synaptic conductances are equal to:
gampa = 0.1/ng, gaapa, = 0.4/n; and goapa, = 4/n1 where np and ny are respectively the number
of excitatory and inhibitory cells.

Applied currents

- At single-cell level, a hyperpolarized-induced bursting is obtained with the applied current equals to
3 then -1.3 [uA/cm?] (referring to Figure 1A).

- Single-cell robustness in C),; the applied current during the first period is equal to 3 and then it is
swept from -0.2 to -2 with a step of 0.2. The hyperpolarized current leading to the highest robustness
in capacitance value robustness is -1.5 (referring to Figure 1C).

-For 2-cell circuit or 200-cell network, the applied current exerted on the inhibitory cells is switching
from 3 to -1.3 [A/cm?](referring to Figures 2 to 5).

Model 5’

The model designed by Wang in 1994 [Wang] (1994))] has set the activation variable of the calcium
channel as its steady-state value. It means this activation happens instantaneously without any
dynamics 4.e. without any time constant. We build a new version of Wang model and call it WangCa
or model 5'. We restore the slow activation of this channel by integrating the initial expression of the
channel as described in the Wang model designed in 1991 with V; = 2. The time constant is equal to:

1.7+ exp {77(‘/??;28'8)}

1+ exp {7_(V+7§+63)}

Tmger = 2.9

The expression is slightly scaled compared to the original one in [Wang, Rinzel, and Rogawski (1991))].
The time constant of the calcium channel inactivation is also scaled with a factor 5 (7, [WangCal] =
5The,r [Wang]). The other parameters remain the same except in Figure 1C, the hyperpolarizing cur-
rent leading the highest robustness in capacitance value variation is equal to -1.9 (instead of -1.5).



Threshold voltage
In Figure 3B, C and D, the voltage-dependent time constants of sodium channel activation 7, (Vi)

and T-type calcium channel activation 7, (V;,) are evaluated at V;,, = —40mV. The T-type calcium
channel inactivation 7, (Vi) is evaluated at V,,, = —60mV.
Model 6

Paper: |Rush and Rinzel (1994)]

ITonic currents
This model is composed of a five ionic currents:

- a transient sodium current: Iy, = gNam:?Va’oo(Vm)(O.SB —mg) Vi — VNa),
- a potassium current: [x = gKm‘}((Vm - Vk),

- a T-type calcium current: Ig,r = gCaTm?éanohCaT(Vm — Vew),

a sodium leak current: Ingieak = INateak(Vin — VNa),

a sodium leak current: I'xieak = Gricak(Vin — Vi ).

Voltage-dependent steady-state functions and associated time constants for activation and inactiva-
tion gating variables are given in Table S9. Parameters used in simulations are:C,, = 1[uF/cm?],
VNe = 50mV, Vg = —=85mV, Vg, = 120mV, 0, = —63, ks = —7.8, 0, = =72, k;, = 1.1,0p, = 10.3,
on = 9.3 and ¢ = 1. The maximal conductances are expressed in [mS/cm?] and their nominal values
are gye = 120, gx = 10, goar = 0.3, gNaicak = 0.01429 and gxeqr = 0.08571

Connectivity

For circuit and network models, the nominal values of maximal synaptic conductances are equal to:
gampa = 0.1/ng, gaapa, = 0.4/n; and ggaBa, = 2/n1 where np and ny are respectively the number
of excitatory and inhibitory cells.

Applied currents

- At single-cell level, a hyperpolarized-induced bursting is obtained with the applied current equals to
15 then -1.2 [uA/cm?] (referring to Figure 1A).

- Single-cell robustness in C,,; the applied current during the first period is equal to 15 and then it is
swept from -0.6 to -1.3 with a step of 0.1. The hyperpolarized current leading to the highest robustness
in capacitance value variation is -1.2 (referring to Figure 1C).

- For 2-cell circuit or 200-cell network, the applied current exerted on the inhibitory cells is switching
from 15 to -1.2 [uA/em?] (referring to Figures 2 to 5).

Model 6’

We built is a modified version of the neuron model established by Rush and Rinzel 1994 |[Rush and
Rinzel (1994)]. While the activation of calcium current was considered as an instantaneous event
in [Rush and Rinzel| (1994))], we restore the slow activation of the T-type calcium channel. We call
this new model RushCa or model 6. To do so, we added a voltage-dependent function for the time
constant of the T-type calcium channel activation and remove the simplification that was performed
in the original paper. Therefore, the ionic currents are the same as the initial model except for the



T-type calcium current: Icar = Goarms, 7hcar(Vin —Vea). The associated time constant is expressed
ypP g CaT

as follows: o
o1 1.7+ exp {%}
T =0.
McaT 1+ exp {—(\;;63)}
The membrane capacitance is reduced by a factor of 10 such as Cy,, = 0.1[uF/cm?]. In order to respect

the physiological timescale of the different ionic currents (such as fast activation and slow inactivation
of sodium channels, slow activation of potassium channels, slow activation and ultraslow inactivation
of calcium channels), we adapted the time constant of the calcium channel inactivation and the potas-
sium channel activation:r, . [RushCa] = 1.57,,, ,[Rush] and 7, [RushCa]= 0.1757,,, [Rush]. The
synaptic conductances remain the same. The external current is also the same for every simulation.
Except the hyperpolarized current leading to the highest robustness in capacitance value variation is
-1.1 (instead of -1.2).

Threshold voltage

In Figure 3B, C and D, the voltage-dependent time constants of sodium channel activation 7, ,,, (Vi)
and T-type calcium channel activation 7., (V;,) are evaluated at V;,, = —40mV. The T-type calcium
channel inactivation 7, ., (Vy) is evaluated at V,,, = —50mV.

Model summary

Model # 1 2 3 4 5 6 5’ 6’

Model name Drion Destexhe Destexhe 1998 Huguenard Wang Rush WangCa RushCa
and McCormick

Publication year 2018 1996 1998 1992 1994 1994 - -

Number of ionic currents | 6 4 4 11 6 5 6 5

T-type calcium channel slow  slow slow slow instant. instant. slow slow

activation dynamics

Table S9. 1: Key-information related to the conductance-based models



D. Ionic channel description:
stants of the gating variables

steady-state functions and time con-

I; gating variable time constant
/ T L9 .26
a MNa,co = Tm,Na = 1. -
N Naeo ™ 1 L exp[(V + 35.5)/ — 5.29] N 1+ exp[(V + 120)/ — 25]
h — 1 T — 0.67 * (1 5 + 1 )
Naeo ™ T exp[(V + 48.9)/5.18] hNa = Trep(V+629)/-10.0] \'2 T THexp[(V+34.9)/3.6]
, 1 - 6.4
m = e =72-
KD TG T exp[(V 4+ 12.3) ) — 11.8] ™ P 1+ exp[(V + 28.3)/ — 19.2]
. . 1 017 21.3
a aT,00 — Tm,CaT = C
Co O T oxp[(V 4 67.1)) — 7.2] cat 1+ exp[(V +68.1)/ — 20.5]
1 179.6
heaT 0o = o = 410 —
CaT'ee = T exp(V + 80.1)/5.5] Th,CaT 1+ exp[(V +55)/ — 16.9]
1 114
Iy MH,co = Tm,H:272+ )

1+ exp[(V + 80)/6]

1+ exp[(V +42.2)/ — 8.73]

Table S9. 2: Steady-state functions for channel gating variables and time constants for the different ion
channels present in Drion model (Model 1).

I; gating variable time constant
0.32(13 — V5(V 1
Ing Omng = (13—\/ (V2)( )) Tm,Na = 7
exp [fz} -1 Ompa MNa
3 _0.28(V5(V) — 40)
Na exp [V2(V)—40} _1
1
Qhy, = 0128 exp [ 2] gy =
hN”’ Xp T} ’N ahNa + /BhNa
3 4
hNa
" 1+ exp [740 Va(V)
0.032(15 — Vo(V 1
Tx Gmac = 1(5—V(V)2( ) Tm,K = — 5
exp [%} —1 Qe + 5mK
Bmy = 0.5exp {710 V2(V)}
I m L 1+ 0.33
CaT CaT,0o — mcaT
1+ exp {%} exp {M} + exp [ ]
1 0.33
hcar,co = V180 Thoar = 28.3 +
’ a —(V+407
e [5 e [ + o [

Table S9. 3: Steady-state functions for channel gating variables and time constants for the different ion

channels present in Destexhe,1996 model (Model 2).



I; gating variable time constant
0.32(13 = (V) 1

INa Uy = Tm,Na = — 5
0.28(Va(V) — 40)
exp [%] _1

/BmNu. =

_ 1
Ahne = 01286}(}) {%82(‘/)} Th,Na = m
/B 4 Na Na
hna —
B [74045/2(‘/)
0.032(15 — Va(V)) 1
Ix Ampe = ™m,K = T 5
K exp [15_‘?(‘/)} -1 Omy + 5MK
Bmy = 0.5exp [7107}1/5(‘/)}
1 0.333

IC(LT mcaT,oo = Tmoar = 0.204 + —(V+134):|

1+exp {%} oxp [Y52] + exp [ 6.7

1

W for V < —80: Thear = 0.33 exp [%]

hCaT,oo =

for V> =80 : Tpe,r = 9-32 4 0.33exp [VH2]

Table S9. 4: Steady-state functions for channel gating variables and time constants for the different ion
channels present in Destexhe,1998 model (Model 3).
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gating variable

time constant

0.091(V + 38) 1
INU‘ Amy, = Tm,Na = — 5
1-— exXp {M} Umpg + /BmNa
5
5 0062V + 38)
me = T o [V+38]
1
= 0.016exp [ =72 | ThNa = ————
ahNu + /BhNa
g 20T
S e [ 1
, 1 0.091(V + 38) —0.062(V + 38)
Nap MNap,co = OUmnap — — sy PmNep = 5 V4387
1—|—exp[ (v5+49>} " 1—exp {@} T 1—exp [V
1
Tm,Nap =
ap Ompap T /BmNap
I 1.6 1
Uy = T = ————————
L T 1+ exp[—0.072(V = 5)] 2 g, + By,
5 _ 002V -131)
mL = V_1.31
exp[ 5.36 ] -1 1
I Qe = 2.5eb [CaL]exp(V/24) Tm,g = ——————
¢ aﬂlc + /Bnlc
Bme = 0.1exp[—V/24]
1 1
Icar  Mmcar,c0 = Tmear = 0.612 +
1+ exp {7_%;57)} exp {7_(‘/12'1?1'6)} + exp [V“G 8]
1
hCaT o0 = — 51T for V. < —80: The,, = €xp [V+467]
1+ exp [ 4%3 }
for V> —80: 74, = 28 + exp {W}
1 1
Ia Ao = —(V+60) Tma = 037+ V435.82 V479.69
1 +exp { 85 } exp [*55557-) + exp { —12.7 }
h ! for V< —63 L
Ao = V178 or 09 Tha =
L exp [55] exp [VHE] + exp [ L5284
for V> —63: 7, =19
1 1
Tgo  Mp2ec = Tmas = 0.37 +
Crop[(gm] e T e T
h ! for V< —73 L
A2,00 = V78 or — : ThAz =
L+ eap [ exp [LH595] + exp [ 12t
for V> —-73 1,,, = 60
1 1
Tia Micz,00 = V43 Tmicy = 99+ V132
1—|—exp[_+17} exp[ ]—i—exp[ =+ ]
h ! 120 + 1
K2a,00 = — U TEgT Thise =
1+ exp [543 ] - exp [Voh320] + exp [ V20
1 1
ITxop hKQb,oo = for V< —70: Thicss = 120 +

L+exp [ 5]

exp [0 + oxp [0

for V> —70: 1p4,.,, = 8.9

Table S9. 5: Steady-state functions for channel gating variables and time constants for the different ion

channels present in Huguenard and McCormick model (model 4).
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I; gating variable time constant

; — —0.1(V +29.7 — ona)
Na MNa — exp [—0.1(V +29.7 —ong)] — 1

/BmNa - 4eXp |:7(V+5?8770Na)
00V 4297 — onay)

INap Ampyap = -

exp [—0.1(V 4+ 29.7 — onap)] — 1

6mNap = 4exp [*(V#;*"Nw)
—0.01(V +45.7 — 0k) 7/200
IK Qe = TmK = —— (5 —
exp[—0.1(V +45.7 — o) - 1 o 1 B
Bm = 0.125exp [W}
T 1
CaT mCaT’OO — —_— )
exp [F525)
-—% o [
hCaT,oo = (V—61) Th,CaT = 3 E +20
exp En exp e
I ! 1000
H MH,c0 = T o TvVea] Ty = —
L+ exp [V exp [5204] 4 exp [~V5101]

Table S9. 6: Steady-state functions for channel gating variables and time constants for the different ion
channels present in Wang model (Model 5).

I; gating variable time constant
N B 0.1(V+35—10.,)
TNe ] —exp [<0.1(V + 35 — a)]

INa

67nNa = 4eXp [*005(‘/ + 60 — O’m)]
0.01(V + 50 — 0,) 0.05

1 mg — m - 5
K Gmic = 9 —exp [—0.1(V + 50 — 0,)] Tm.K Oy + By
Binse = 0.125 exp [0.0125(V + 60 — 0,,)]
1
ICaT MmcaT,co = — Tv_g 7 -
exp [V57¢]
1 ex V4150
heut,no = Thcar = 1/0 p [ +30
0.5+ 1/0.25 + exp [V 1.5+ /025 + exp [V52]

Table S9. 7: Steady-state functions for channel gating variables and time constants for the different ion
channels present in Rush model (Model 6).
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E. Description of the reduced models and their parameter values

For each reduced model, we have adapted maximal ionic conductances and applied currents in order to
find a set of parameters allowing a switch from tonic to burst. The adapted parameter values are often
expressed as the original value times a constant that can be find in the table for a given scaled time
constant (written coef(n, g;)). Units are defined in Supplementary Material C. The applied current is
expressed in two terms: Iy, exerted during the entire simulation and Iy, added to I,p, during the
hyperpolarized state. The multiplicative factor of the CaT time constant is indicated by 7.

Reduced model 1

Coo = 1, Vo = 50, Vik = —85, Vou = 120, Vieas = —55, Vg = —20, Ky = 170, Grear =
0.055 * coef (1, Gieak), INa = 150, gra = 40, goar = 0.55 * coef(n, goar),.9xca = 0.4, gy = 0.01 *
coef(n,gu).k1 = l.e—1, kg =0.1e — 1, Iopp = 0, Igep = coef(n, Istep). The values of coef(n, param)
can be found in Table S

The differential equation d[Cal/dt describing the dynamics of the calcium driving the calcium-
activated potassium current ( Ixcq = gxcamrca([Ca])(Vin — Vi)) is replaced by a fixed calcium
concentration [Ca| equal to 10.

Ui Istep Jieak | 9CaT | GH
1/500 | 33| 2 | 19 | 2
1/200 -3.3 2 1.9 2
1/100 -3.3 2 1.9 2
1/50 | 32| 2 | 19 | 2
1/20 | -2.5 2 1.2 2
1/10 | -2.2 2 1.2 2

1/5 -3.3 2 1.2 2
1/2 -3.2 2 1.2 2

1 -2.5 2 1.2 2

2 -2.2 2 1.25 2

5) -2.9 2 1.3 2

10 -3 2 1.3 2

20 -3 2 1.3 2

50 -3 2 1.3 2

100 -3 2 1.3 2

Table S9. 8: Parameters for the reduced model 1 as a function of the multiplicative factor (1) of Ty, 1

Reduced model 2

Ve = 50; Vg = —100; Viear = —82;Vea = 120; Vipgus = —63.;9ne0 = 0.4 * Coef(nagNa);gK

0.08 * CO@f(na gK)» Jleak = e — 5 * COef(Ua gleak);gCaT = 0.006 * CO@fO%.éCaT); Cm =1le— 3; Iapp =
coe f(1, Lapp); Lstep = coef(n, Lstep). The values of coef(n, param) can be found in Table SQ@

Reduced model 5

Voo = 120, Vg = —40.; Vi = —80.; Vg = 55.; Vieak = — 7050 = 105084 = 6.50Nep = —5.50; =
=79k, = 5.;59car = 1.0 % 1.05; g = 0.04; gxq = 30.0 % 0.9; gng = 42.0 x 1.1; gnap = 9.0; Glear =
0.12; Iopp = 3.5 Istep = —4.4, Cy, is equal to 1 (resp. 1/3) in Fig 7 left (resp. right).

Reduced model 5’

Cm = 1.; VCa = 120.; VH = —40.; VK = —80.; VNa = 55.; Weak = —70.;01( = 10-§UNa = 6.;Ls7jgmaNap =
=5;0n = =795 kn = 5595 = 0.04xcoef(n,gn); gxa = 30%coef(n, gxa); gNa = 42%coef(1, gNa); NaP =
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n Iapp Istep 9goaT | Gleak | 9Na | 9K
1/20 1.2e-3 | -1.4e-3 4.7 2 0.19 | 0.9
1/10 | 1.2e-3 | -1.3e-3 | 4.7 2 0.2 | 0.9
1/5 | 1.1e-3 | -0.8e-3 4 2 0.25 | 0.9
1/2 le-3 | -0.7e-3 4 2 0.25 | 0.9
1/1.5 le-3 -0.9¢-3 4 2 0.25 | 0.9

1 le-3 -1.1e-3 4 2 0.25 | 0.9
1.5 le-3 -1.1e-3 4.1 2 0.25 1 0.9

2 le-3 -1.3e-3 4.2 2 0.25 1 0.9

3 le-3 -1.4e-3 4.2 2 0.25 1 0.9

) le-3 -1.6e-3 4.4 2.1 0.2 | 0.7

10 le-3 -2e-3 4.4 2.1 0.2 | 0.7

20 le-3 | -2.3e-3 | 4.4 2 0.25 | 0.9

Table S9. 9: Parameters for the reduced model 2 as a function of the multiplicative factor (i) of 7., 1

9.0 00€f(777 gNaP); gleak =0.12% CO@f(U, gleak)S gCaT =1.0% CO€f(77, gCaT)? Izzpp - CO@f(m Izzpp)a Istep =
coef(n, Lstep). The values of coef (1, param) can be found in Table S9J10]

n Iapp Istep 9Kd gu 9Na | GNaP | Gleak | 9CaT
1/10000 1 -2.45 | 0.84 1/1.2 5 0.81 | 0.35 1.2
1/2000 1 -2.45 | 0.84 1/1.2 5 0.81 | 0.35 1.2
1/1000 1 -2.45 | 0.84 1/1.2 5 0.81 | 0.35 1.2
1/500 1 -2.45 | 0.84 1/1.2 5 0.81 | 0.35 1.2
1/200 1 -2.45 | 0.84 | 1/1.2 5 0.81 | 0.35 1.2
1/100 1 -2.45 1 0.84 | 1/1.2 5 0.81 | 0.35 1.2
1/50 1 -2.45 1 0.84 | 1/1.2 D 0.81 | 0.35 1.2
1/20 1 -2.45 | 0.84 1/1.2 b 0.81 0.35 1.2
1/10 1 -2.45 | 0.84 1/1.2 b 0.81 | 0.35 1.2
1/5 1 -2.45 | 0.84 1/1.2 5 0.81 | 0.35 1.2
1/2 1 -2.45 | 0.84 1/1.2 5 0.81 | 0.35 1.2
1 1 -2.45 | 0.84 1/1.2 5 0.81 | 0.35 1.2
2 0 -2.5 ] 0.65 1.9 5 0.8 0.08 | 24
) 0 -2.5 1065 | 1.9 5 0.8 | 0.08 3
10 0 -2.5 1065 | 1.9 5 0.8 | 0.08 3
20 0 -2.5 | 0.65 1.9 D 0.8 0.08 3
50 0 -2.5 | 0.65 1.9 5 0.8 0.08 3
100 0 -2.5 | 0.65 1.9 D 0.8 0.08 3

Table S9. 10: Parameters for the reduced model 5’ as a function of the multiplicative factor (n) of Ty,

Reduced model 6
Cm = 1;Vsz =

—16.2.

Reduced model 6’

55;Vik = =85 Vo = 120;9na = 12059ka = 10;GNatear = 0.01429; gkieak
0.08571; gour = 0.3;05 = —63;ks = —7.8;0, = =72k, = 1.1;00, = 10350y, = 9.3; Lopp = 155 Lspep

Crm = 0.1; Vg = 55; Vi = —85; Viog = 120; gvg = 120xcoef (1, na); Grcd = 10xcoef (1, Gid); INaleak =

0.01429 Coef(na gNaleak)gKleak = 0.08571 x CO@f(ﬁ, gKleak); gcaT = 0.3 % COGf(?], gCaT); 03 = _63; ks
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—7.8;0n = =72k, = 1.1, 0, = 10.3;0y, = 9.3; Lapp = coef(n, Lopp); Lstep = coef(n, Istep). The values
of coef(n, param) can be found in Table S9[11]

n Iapp Istep JINa JK 9Naleak | 9Kleak | 9CaT
1/1000 | 15 | -16.2 1 1 1 1 1
1/500 | 15 |-162| 1 | 1 1 1 1
1/200 15 | -16.2 1 1 1 1 1
1/100 15 | -16.2 1 1 1 1 1

1/50 15 | -16.2 1 1 1 1 1
1/20 15 | -16.2 1 1 1 1 1
1/10 15 | -16.2 1 1 1 1 1
1/5 15 | -16.2 1 1 1 1 1
1/2 15 | -16.2 1 1 1 1 1

1 15 |-16.2 | 14 | 1.1 0.9 1 4

2 15 |-16.2 | 14 | 1.1 0.9 1 4

5 15 | -16.2 | 1.6 | 1.1 0.8 1 2

10 15 | -16.2 | 1.8 | 0.85 0.65 1 4

20 15 | -16.2 | 1.8 | 0.7 0.5 1 )

50 15 | -16.2 | 1.8 | 0.7 0.5 1 )

100 15 | -16.2 | 1.8 | 0.7 0.5 1 )

Table S9. 11: Parameters for the reduced model 6’ as a function of the multiplicative factor () of Tyg,r
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