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1. Microscopic image of a carbon fiber

A micrograph of the tip of a CFME was taken with scanning electron microscopy (SEM). A Quanta FEG
was used, with a 2.0 kV voltage. The micrograph (Figure 1) shows the surface structure of the carbon

fiber, and the tip of the electrode, cut to length with a scalpel blade.

Figure 1. SEM micrograph of the tip of a CFME. The bar indicates 2 yum.
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2. Impact of vertices on the capacitive current
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Figure 2. i¢ increasing for more positive Epos and more negative Epeg, compared in
different medium 1% ethanol in PBS, and 0 uM of E2, with CV.

3. Influence of cathodic vs. anodic electrode pre-treatment on ic and Eqxg»
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Figure 3. No significant variation for i¢ or Eox:g2 When applying cathodic and anodic
pre-treatments, both in 10 uM E2 and in PBS.
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4. Influence of the holding potential on the E2 peak current in FSCV
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Figure 4. No significant variation for igx:g2 When decreasing the holding potential

Enholg in FSCV E2 detection, for a swithcing potential Egyjtcn of (a) 1.45 V and
(b) 1.35 V.

5. Calibration curve for E2

To better characterize the FCSV system, a calibration curve was built for the waveform defined above
(Eshift =1.45 V, Epolg = 0:35'V) as shown in Figure 5(a). A linear increase in current is observed as [E2]
increases up to 10 uM (Figure 5(b)). Above this concentration, the increase is sub-linear. This is due to
the limited solubility of E2 in aqueous conditions, as E2 aqueous solubility is ~10 uM [1]. It is expected
that the slower increase in current above the solubility limit is due to the local solubilization of E2 as
freely diffusing E2 molecules are irreversibly oxidised by the CFME. To better describe this behavior,
a model smilar to a Langmuir isotherm model was used to fit igx as a function of [E2]. This model is
typically used to describe the adsorption of freely diffusing molecules on a surface, and is therefore

suitable for describing the saturation of the solution due to limited solubility.
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Figure 5. Calibration curve measurements using the FSCV. (a) The potential is varied
from 0:35 V to 1.45 V and back, at a SR of 400 V.s ! with a frequency of 10 Hz.
(b) The obtained calibration curve for several E2 concentrations. The main figure
shows the langmuir behavior and the inset highlights the linear range. n = 5.

The sub-10 uM range was fit with a linear model (Figure 5(b), inset). The sensitivity (i.e. the slope
of the curve) was 2.66  1.09 nA.uM I (for n = 5). The LoD, defined as the concentration associated
by the calibration curves to 3 times the standard deviation of the blank added to the blank signal, was
500.07 234.55 nM (n =5). Other studies reported a LoD in the 10 nM range [2]. The higher value
found here is likely due to differences in experimental set-up, in particular the hydrodynamic conditions
encountered in the microfluidic test chambers. Finite element modelling (FEM, see the Supplementary
Information) simulations of the fluidic conditions in the chamber reveals a strong gradient in fluid velocity
close to the inlet, where the electrode was placed. As the local fluid velocity U controls the Faradaic
current through constriction of the viscous boundary layer, the recorded signal is strongly dependent on
electrode placement, etc. Consequently, the LoD, which is basically the noise divided by the sensitivity
(signal) is largely influenced by the changes in the velocity field, which largely accounts for the differences

observed here.

6. Calibration curve for DA FSCV

Figure 6 displays a calibration curve computed for DA in PBS, using FSCYV, for 3 electrodes. The LoD
was 52.87  22.99 nM, and the sensitivity was 25.41  1.42nA.uM .
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Figure 6. Calibration curve for the FSCV detection of DA, in PBS, for 3 electrodes.
The data is presented as mean  SD.

7. FSCY of other neurotransmitters and molecules of the brain

To highlight the possibility of detecting, identifying and resolving several neurotransmitters or molecules
in the brain with an unmodified electrode, the FSCV protocol was repeated for several molecules of
neurochemical significance. 5-HT and OA are neurotransmitters (Figure 7 and Figure 8), and AA is a
redox molecule present in high concentration in the brain (Figure 9). For all these molecules, CV traces

could be acquired, and the shapes of these CV allow the identifcation of a specific molecule.
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Figure 7. FSCV detection of 5-HT. (a) Typical FSCV data for 10uM 5-HT in PBS
with (b) the time evolution of the peak current at the potential indicated by the white
dotted line and (c) the CV extracted from the point of maximum peak current.
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