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Figure S1. The pig is first anesthetized in a surgery room where wounds are created, and the wireless bioelectronic devices
are applied. The pig is then transferred to a nearby enclosure. After that, closed-loop (CL) control of Flx™ and/or EF delivery
can be initiated, and the device transmits real-time data to the laptop via WiFi in an adjacent room operated by a researcher.
The setup also supports remote monitoring and control through 5G internet connectivity, enabling real-time oversight by
researchers. The animal has access to water and food, ensuring its welfare during long-term monitoring studies. Created with
BioRender.com and annotated in Microsoft PowerPoint 2025.
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Control wound

Figure S2. Device-treated and control (standard-of-care) wounds on the back of a pig. Wireless bioelectronic devices are
secured to the treated wounds with the help of a skin barrier and tape.

ADC and I-DAC calibration
The ideal (uncalibrated) output code A; of the ADC at each channel i, or electrode E;, for an input voltage V;, or electrode
voltage Vg, is given by

2Nadc
Ajj, = in/b‘,- M

Two-point calibration of the ADC offset and gain is performed to enable accurate voltage and current measurements at each
channel. Input voltages chosen for calibration are VC1 =0Vand ch ~ 4.7 V, which are set by putting the I-DAC in voltage
output mode and setting its output to the minimum and maximum, respectively. These values were chosen as calibration points
because they fall within the linear range of the ADC. All channels must be left open-circuited during voltage calibration, during
which ADC measurements Agi and Agi for the two calibration points are made at each channel i by the device internally. The
corresponding voltage measurements VCII, and chi for the two calibration points are made at each channel i externally using a
multimeter, as shown in Fig. S3, but without the resistor. The calibrated output code A, of the ADC at each channel i is given
by

A¢; = Made; Ve, + bade, (2)
where
Az Al
Mato, = 31 3)
and
bade; = Ag; = Made, Ve )

are the ADC calibration coefficients.

After calibration, the resistor is put back in series at each channel individually, as shown in Fig. S3, and the I-DAC output
code is swept from 0 to 255 to vary the ADC input voltage from O to 4.7 V. The ideal, calibrated, and measured ADC voltage
transfer functions for all channels are shown in Fig. S5.
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Figure S3. (a) To calibrate the ADCs and DACs, a multimeter and a breadboard are used to measure the current flowing
through and the voltage across a 46.13 kQ resistor at each channel (PTH) of the PCB. (b) A circuit diagram for in-house PCB
testing, where each channel is loaded with resistors to emulate a device delivering drugs to the wound.

2 s
|||_ oND. oR DTR
5

o+

c11 spA—2

microUSB i o o 0 N B 1 S
Connector ~ ° [~ Vé gy sluo  cPR10N ok oo = scL. sc s
s 3 s & vi
o oo ars [2—rTs oum VW)
B i pen o v (0
< - - oacesoosrTER O W
b ADC7828E R17 To PDMS

veus
vee sV 4V ourz AMA

RESET SDA2. e

'

=Y =Y =
- a1y
us a7y a1y
uts 02
i . Ton +aav
W Lo our e P ) s
B 7 W oo vour
MAX8902Ahye. XCB220)
e b El P A T Teweor
e ours |
- se sewe o Tos =  so .
Icz: Iczs I cs oo vs X
W,
L L = = o |lve o
- - - - oacesoosRTER
vr R21 To PDMS
= ADC7828E Al DU)rz/ AN ’:&Z
0 . v
™ _ W33V 433V e3av ut cap ours AN
. Loact -
2 2 L &
cat 22 o . =
c A
L woro [ AAA—TXD
e = N
3 ESP32-PICO-D4 1022 f——> sCL2
= = 7 RESET o OPAMP OPAMP
= = Ré [ lo1e miso uto (TSZ1241Q4T) viz (TSZ1241Q4T)
I o [ S— o . v .
= v i - vie vs. e wel
- [y — :[_ % > I_’ _%m By
oute oure
L P [ — . v . m
1— e e P .
R o1 3 a3y o7 s 2 c19 s 2
s02 fE——LDACH 2 o " [ e 2 P N
R11 E = — ourz oD f— = — om ono -
= Vs vz um:| ﬁ om:l ﬁ
- i s vz Ve,
apioy YA El a0 ] o o ove —] o [ve
NS | O g 33v
o ] o microSD Card oer [ ope e
a1 o A n__SCLKs| o Interface 10 fo Ut (TSZ124104T) uis (TSZ124104T)
a1y VW—en 5 o v . o v ' 3
v s ko e vss w0l i e [ = . L w B e
_ WA oaT0 oar vecr urt veor ourt
= ute oure [ oura f2
= . T . v
@ i L s Ten— wz:[z_, e [ T M:[Z_I [
z 7 R2s JR27 e s s ne- Y
oTR; | v; vr I
» |—_3 B o g e o Ten Lo o L i
seL2—— o (NN sciz | scl st soa 7
sow s

f
@

vn_c our
e
. o+ - na+

Figure S4. Detailed circuit diagram of wireless bioelectronic actuator PCB showing the interconnection between the MCU,
ADCs, I-DACs, opamps, microSD card, USB-to-serial converter, LDO regulators, power supply, flashing circuit, antenna,
impedance matching network, SPI, and I2C interfaces.
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Figure S5. ADC voltage transfer functions and absolute voltage errors for all 8 channels.
The ideal (uncalibrated) output current /; of the [-DAC at each channel i, for an input code D;, is given by
Imax

D; (5)

t 2Nida(' !

Two-point calibration of the I-DAC offset and gain is performed to enable accurate current measurements at each channel.
Nominal currents chosen for calibration are designated as I! ~ 2 pA and I? =~ 50 uA, corresponding to I-DAC codes D! = 1
and Dg = 255, respectively. These values were chosen as calibration points because they fall within the linear range of the
I-DAC. Each channel has a 46.13 kQ calibration resistor connected between it and ground (center channel, 0 V) to allow
current flow during calibration, during which multimeter measurements 131, and Ifi for the two calibration points are made at
each channel i. These currents are measured using a multimeter, as shown in Fig. S3. The calibrated output current I, of the
I-DAC at each channel i is given by

Ie; = Migae;Di + bigac (6)
where
2 g1
Midac; = DIz_gl )
and
bidac, = 1., — Migac, D¢, ®)

are the I-DAC calibration coefficients.

The I-DAC output code is swept from 0 to 255 to vary the I-DAC output current from O to 50 pA.. The ideal, calibrated,
and measured DAC transfer functions for all channels are shown in Fig. S6.

The difference (diff.) of two uncalibrated ADC codes, A; at channel i and Ag, at electrode i, is related to the input current /;
at channel i, as follows:

2N adc
Vee

A;—Ag, = 1;(1A)0.01 &)

where /; is the input current calculated from uncalibrated input voltages, ranging from 0 to 50 pA (as I-DAC code D; is varied
from 0 to 2Vdac — 1), and is given by

L;(uA) = (V; — Vg,) 100 (10)
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Figure S6. I-DAC current transfer functions and absolute current errors for all 8 channels.

The difference (diff.) of two calibrated ADC codes, A, at channel i and AEci at electrode i, is related to the current /; at
channel i, as follows:

Madc;
Aci _AEL.'. = Ici (‘LLA) 0.01 Madc; + badc,' - bachi # (1 1)
adcg;

where I, is the input current calculated from calibrated input voltages, ranging from 0 to 50 ptA (as the I-DAC code D; is varied
from 0 to 2Vdac — 1), and is given by

I, (A) = (Ve — Ve, ) 100 (12)

The I-DAC code is swept from 0 to 255 to vary the ADC input current from 0 to 50 ptA. The ideal, calibrated, and measured
ADC current transfer functions for all channels are shown in Fig. S7.
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Figure S7. ADC current transfer functions and absolute current errors for all 8 channels.
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Graphical user interface (GUI)
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Figure S8. Graphical user interface (GUI) for data acquisition and control of wireless bioelectronic actuators. The GUI
supports simultaneous operation of multiple devices.

Antenna

Fig. S9a also shows how the antenna and its 3D radiation pattern are aligned. The pattern is broader, and the gain is higher
along the positive x-axis (the right side of the antenna), as evident in the horizontal (xy) plane pattern in Fig. S9b. The vertical
plane patterns show that the radiation above (+z-axis) and below (-z-axis) the antenna is approximately the same. The vertical
(yz) plane pattern indicates that the gain is higher along the positive y-axis (the front of the antenna).
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Figure S9. Simulated radiation pattern of the 3D metal antenna on the PCB at 2.45 GHz. (a) 3D gain pattern. (b) 2D gain
patterns in the horizontal (xy) and vertical (yz, xz) planes.

Fluoxetine concentration
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Figure S10. (a) The wound tissue concentration of fluoxetine was strongly correlated with the cumulative dose delivered by
the experimental device (Spearman’s r = 0.862, p = 0.005873, from n = 8 wounds treated with FIx* devices from 3 independent
experiments). The cumulative dose represents the total amount of fluoxetine delivered to each wound by the device over the
course of the 7-day treatment. (b) Fluoxetine was not detectable in pig plasma (n = 3 pigs) following topical fluoxetine wound
treatment using the experimental device.
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PDMS fabrication
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Figure S11. Fabrication process of the PDMS device using 3D-printed two-part molds. Created with Autodesk Fusion 2024
and annotated in Microsoft PowerPoint 2025. (a) PDMS ion pump and its mold. (b) PDMS lid and its mold.
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