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Optical control of neuronal activity using a light-
operated GIRK channel opener (LOGO)+

David M. Barber,}® Matthias Schonberger,? Jessica Burgstaller,® Joshua Levitz,®
C. David Weaver,® Ehud Y. Isacoff,“® Herwig Baier® and Dirk Trauner*?

G-protein coupled inwardly rectifying potassium (GIRK) channels are expressed throughout the human
body and are an integral part of inhibitory signal transduction pathways. Upon binding of Gg, subunits
released from G-protein coupled receptors (GPCRs), GIRK channels open and reduce the activity of
excitable cells via hyperpolarization. As such, they play a role in cardiac output, the coordination of
movement and cognition. Due to their involvement in a multitude of pathways, the precision control
of GIRK channels is an important endeavour. Here, we describe the development of the photoswitchable
agonist LOGO (the Light-Operated GIRK channel Opener), which activates GIRK channels in the dark and
is rapidly deactivated upon exposure to long wavelength UV irradiation. LOGO is the first photochromic

. 4 27th Octoper 2015 K* channel opener and selectively targets channels that contain the GIRK1 subunit. It can be used to
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Accepted 1st December 2015 optically silence action potential firing in dissociated hippocampal neurons and LOGO exhibits activity in
vivo, controlling the motility of zebrafish larvae in a light-dependent fashion. We envisage that LOGO will

DOI: 10.1039/c55c04084a be a valuable research tool to dissect the function of GIRK channels from other GPCR dependent
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Introduction

G-protein coupled inwardly rectifying potassium (GIRK) chan-
nels are an integral link between metabotropic and ionotropic
pathways in neurons. They constitute a subclass of inwardly
rectifying potassium channels that are natively activated by G-
protein coupled receptors (GPCRs) through interactions with
Gg, subunits. One of the most important effects of GIRK acti-
vation and subsequent channel opening is the hyperpolariza-
tion of cell membranes, which immediately results in
a reduction of activity in excitable cells. Therefore, neuro-
transmitters that target both ion channels and GPCRs,
including glutamate, <y-aminobutyric acid, acetylcholine,
dopamine and serotonin, can have inhibitory affects. As
a consequence, GIRK channels play crucial roles in cognition,
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nociception, coordination, energy homeostasis and cardiac
output.”> Therefore, it is unsurprising that the malfunction of
GIRK channels is associated with several neurological and
cardiological disorders.?

GIRK channels are comprised of homo- or heterotetramers
formed by the four subunits GIRK1-4.* Although the expression
patterns of GIRK subunits differs throughout the body, the
prototypical GIRK channels of the central nervous system (CNS)
are GIRK1/2 heteromers and the isoforms found in the cardio-
vascular system are GIRK1/4 channels.® Recent breakthroughs
in structural biology have identified the molecular basis for
GIRK channel function, such as inward rectification and poly-
amine block, as well as intracellular activation by sodium ions
and lipids.®

It has been demonstrated that GIRK channels are inhibited
by a variety of drugs, as well as polyamines and barium ions.”
However, these compounds are not selective for GIRK chan-
nels.*® GIRK channels can also be activated by small molecules
including volatile anesthetics,'® ethanol™ and the natural
product naringin.'> Again these compounds either exhibit poor
selectivity, poor potency or a combination of the two. However,
the landscape of GIRK channel research was recently trans-
formed by two small molecules, ML297 and VU0259369
(Fig. 1a)." These compounds were shown to be the first potent
and selective activators of GIRK channels bearing the GIRK1
subunit. Subtle changes to the molecular structure of ML297
resulted in the creation of potent GIRK1 channel inhibitors, an
example of which is compound 1 (Fig. 1a)."*
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Fig.1 Design of the photoswitchable GIRK channel agonists LOGO1-
6 using an ‘azo-extension’ strategy. (a) Chemical structures of the GIRK
channel agonists ML297 and VU0259369, and the GIRK channel
inhibitor 1. (b) Chemical structures of the photoswitchable GIRK
agonists LOGO1-6. (c) Synthesis of LOGO5 using a Mills reaction.

With the first small molecular agonists of GIRK channels at
our disposal, we sought to develop photoswitchable versions
that can endow light control to GIRK channels.* This approach,
termed photopharmacology, is able to confer exquisite spatio-
temporal control onto biological systems using the unrivalled
precision of light and has previously been used to optically
control ion channels,'® GPCRs,"” enzymes'® and antibiotics."

Herein, we present LOGO (the Light-Operated GIRK channel
Opener), an azobenzene photoswitch based on VU0259369 that
endows GIRK channels with remarkable photocontrol using UV
and blue light. LOGO is the first example of a photochromic K*
channel opener, as opposed to blocker,* and the first photo-
switch to selectively target GIRK channels. We envisage that
LOGO will be a valuable tool for GIRK channel research,
allowing the dissection of GIRK signalling from other GPCR-
dependent pathways. This will further our understanding of
GIRK channel function and facilitate their development as
a therapeutic target.

Results and discussion

Using the compounds ML297 and VU0259369 as a basis for our
photoswitch design, we employed an ‘azo-extension’ strategy to
furnish our family of LOGOs (Fig. 1b).?* In the ML297 series, we
prepared LOGO1-4 bearing different electron-donating groups
in the 4’-position of the azobenzene. In a similar fashion,
LOGO5 and LOGO6 were derived from the compound
VU0259369. The representative synthesis of LOGO5 started
from sulfonyl chloride 2. Nucleophilic substitution with dime-
thylamine, followed by reduction of the aromatic nitro group,
furnished sulfonamide 4 (Fig. 1c). An amide coupling reaction

2348 | Chem. Sci., 2016, 7, 2347-2352

View Article Online

Edge Article

between 4 and 4-nitrophenylacetic acid (5) afforded nitro amide
6, which was then reduced to the aniline 7. Mills reaction of
aniline 7 with nitrosobenzene (8) in the presence of acetic acid
then afforded LOGO5. The synthesis of LOGO1-4 and LOGO6
proceeded in a similar fashion and is discussed in the ESI
(Fig. S17).

With our small library of LOGOs in hand, we set about
determining their photoswitching properties using UV-Vis
spectroscopy. From these experiments, we found the optimum
wavelengths for the photoswitching of each of the compounds
(Fig. S2t). This information was then applied to our initial
compound evaluation using patch clamp electrophysiology in
HEK293T cells expressing GIRK1/2 channels (Fig. 2a). Begin-
ning with LOGO1, we found that it could efficiently open GIRK1/
2 channels as its trans-isomer. However, upon isomerisation to
its cis-isomer using UV light (390 nm), only a small decrease of
the current in the patch clamp experiment was observed. Based
on these results, we postulated that LOGO2-4 would endow the
GIRK channels with more light-dependent current because of
the increased steric interactions between the ligand-binding
site of the GIRK channel and the substituents in the 4’-position
of the azobenzene. Although a small increase in the photo-
switching of the GIRK channel was observed, it was still minor
compared to the overall activation of the channel. We therefore
turned our attention to LOGO5 and LOGO6, which were derived
from VU0259369 instead of ML297. Pleasingly, we discovered
that LOGO5 not only activates GIRK1/2 channels, but is an
excellent photoswitch (Fig. 2a). We next evaluated the red-
shifted photoswitch LOGO®6, but to our surprise the photocur-
rent achieved was drastically reduced compared to that of
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Fig. 2 Whole-cell patch clamp electrophysiology of HEK293T cells
expressing GIRK1/2 channels. (a) Evaluation of LOGO1-6 (1 um)
revealed that LOGOS displayed the best photoswitching behaviour. (b)
LOGOS5 (10 um) is almost as efficacious as VU0259369 (10 uwm) in the
dark and under blue light (440 nm) illumination (n = 4 cells). (c) The
photoswitching of LOGO5 was shown to be reversible over many
switching cycles in voltage-clamp mode. (d) Action spectrum of LOGO5
(1 um) showing the accurate control of cellular currents by toggling the
illumination wavelength between 440 nm and 330-380 nm. (e) Pho-
toswitching of LOGOS5 in DMSO-dg solution using *H NMR spectroscopy
(see ESI for detailst). Values represent mean + SEM.
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LOGOS5 (Fig. 2a). Therefore, our future investigations and bio-
logical evaluation focused on LOGO5. Overall, analysis of
LOGO1-6 demonstrated that potent and efficacious ligands
could be easily obtained by extending portions of known
agonists (Fig. 1a) to include azobenzenes. By contrast, there is
a narrow ‘structural window’ for photoswitchable agonists, that
is compounds that dramatically change their efficacy upon
light-isomerisation.

Having determined that LOGO5 is our optimal photoswitch
for the control of GIRK1/2 channels, we investigated its prop-
erties in detail using patch clamp electrophysiology and NMR
spectroscopy. Firstly, we established that in the dark LOGO5
(10 pm) is almost as efficacious as VU0259369 (10 um). The same
is true under blue light illumination, where trans-LOGO5 also
predominates (Fig. 2b). Photoisomerisation using UV light
(360 nm) then showed that cis-LOGO5 is considerably less active
on GIRK1/2 channels (Fig. 2b and S3}). Reversible photo-
activation with LOGOS is very robust, with no noticeable loss of
photocurrent over several switching cycles in voltage-clamp
mode (Fig. 2¢). Highly reproducible photoswitching of LOGO5
was also obtained when operating in current-clamp mode
(Fig. S4t). Next we determined the action spectrum of LOGO5.
When the wavelength was switched between blue light (440 nm)
and different wavelengths of UV light (330-380 nm), we
observed large differences in current (Fig. 2d). The minimal
inward current was observed at 360 nm, whereas illumination at
330, 340, 350, 370 and 380 nm gave more inward current. This
corresponds to the photostationary states (PSS) of LOGO5 in
DMSO-dg solution as determined by "H NMR spectroscopy
(Fig. 2e). Here 100% cis-LOGOS5 content was observed at
360 nm, whereas 370 and 380 nm efc. gave increasing trans-
LOGOS5 content. Hence the concentration of active trans-LOGO5
can be controlled with the colour of the light (photodosing).>>
The kinetics of LOGO5 activation were shown to be fast, with
illumination at 440 nm for 1 second resulting in almost
complete opening of the GIRK1/2 channel (Fig. S61).

Next, we monitored the action of LOGO5 on GIRK1/2 chan-
nels expressed in HEK293T cells by elevating the holding
potential in 10 mV steps from —100 mV to +50 mV. During each
voltage step illumination was switched between 360/440/360
nm (Fig. 3a). Again, we found that the cis-isomer of LOGO5 has
very little activity at GIRK1/2 channels, whilst the ¢rans-isomer
of LOGO5 shows strong GIRK1/2 activation. The amplitude of
photocurrents at different holding potentials reflects the inward
rectification of GIRK1/2 channels (Fig. 3b). Given the high
concentration of K' ions (50 mm), the reversal potential was
found to lie between —30 and —20 mV.

To evaluate the activity of LOGOS5 at different GIRK channel
subtypes, we next employed the thallium flux assay technique
(Fig. 4).> We found that LOGO5 is capable of activating GIRK
channels that contain the GIRK1 subunit with similar potency
and efficacy (GIRK1/2: ECso = 1.2 & 0.09 M, % Epay = 95 + 5.0;
GIRK1/4: EC50 = 1.9 + 0.10 M, % Eppay = 101.5 + 6.4; Table S11).
However, LOGO5 is unable to activate homodimeric GIRK2
channels, even at high concentrations.

Having demonstrated LOGO5 on HEK293T cells, which
heterologously express GIRK1/2 channels, we next wondered if

This journal is © The Royal Society of Chemistry 2016
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Fig. 3 Inward rectification of GIRK1/2 channels in the presence of

LOGOS5 (10 um) in voltage-clamp mode. (a) The holding potential was
elevated in 10 mV steps from —100 mV to +50 mV illuminating with
360/440/360 nm at each step to give the cis-isomer of LOGOS5
(360 nm) and the trans-isomer of LOGO5 (440 nm). Respective peak
currents are indicated as grey and blue circles. (b) Averaged photo-
current amplitudes (Al = lyrans-Locos — lcis-Logos)- Inward rectification
is also translated into the photocurrents Al (n = 3 cells). Values
represent mean + SEM.
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Fig. 4 Potency, efficacy and selectivity of LOGOS5. Shown are fits to
representative data obtained from testing multiple concentrations of
LOGOS5 on cell lines stably expressing GIRK1/2 (blue circles), GIRK1/4
(green triangles) and GIRK2 (red squares). The measured potencies for
GIRK1/2 and GIRK1/4 were 1.2 + 0.09 pum and 1.9 £+ 0.10 um, respec-
tively. LOGOS5 was inactive on cells that only express GIRK2. Efficacy
values were normalised to the maximum activity observed using
ML297 (10 um) on GIRK1/2-expressing cells. Error bars represent + SEM
obtained from triplicate wells. Reported potency values represent the
SEM obtained from three independent experiments.

this tool could be used to control excitable cells that natively
express GIRK channels. To test this, we turned to dissociated rat
hippocampal neurons which have been shown to express
a variety of GIRK subunits.** After the application of LOGO5
(20 pm), pyramidal neurons exhibited large membrane hyper-
polarization (15.8 + 2.5 mV, n = 7 cells) in response to illumi-
nation with blue light (450 nm), which was reversed with UV
light (360 nm) (Fig. S7at). Photoswitching of LOGO5 in both
directions was stable in the dark over tens of seconds while in
current-clamp mode (Fig. 5a) indicating that constant illumi-
nation of the sample is not required. This bistability is char-
acteristic of ‘normal’ azobenzenes.” In voltage-clamp mode at
—60 mV, blue light (450 nm) illumination induced an outward
current (50.3 & 4.8 pA, n = 4 cells), consistent with activation of
a potassium conductance (Fig. S7b¥). Most importantly when at
depolarised potentials, LOGO5 was able to reversibly silence

Chem. Sci.,, 2016, 7, 2347-2352 | 2349
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Fig. 5 Optical control of excitability via endogenous GIRK channels
using LOGOS in rat hippocampal neurons. (a) Photoswitching of
LOGOS reversibly and repeatedly manipulated membrane potentials
by 10-20 mV. Light responses were stable in the dark for tens
of seconds due to the slow relaxation of the cis- and trans-isomers of
LOGOS. (b) Photoswitching of LOGOS5 results in the control of
spontaneous action potential firing. (grey = 360 nm; blue = 450 nm).

action potential firing under blue light (450 nm) illumination
(Fig. 5b). Illuminating with UV light (360 nm) restored action
potential firing. The photoswitching of LOGO5 in dissociated
rat hippocampal neurons was also highly reliable; photo-
switching could be repeated for the entire length that a patch
was maintained (~5-10 minutes; Fig. S7cf), indicating that
LOGO:5 is a useful tool for experiments over extended periods of
time.

With the control of native GIRK channels accomplished in
rat hippocampal neurons, we investigated if LOGO5 had any
effect in living animals. We selected zebrafish larvae (Danio
rerio) as our organism of choice as they are transparent,
enabling facile light delivery and they have previously been used
in conjunction with biologically active compounds containing
azobenzene photoswitches.”® Accordingly, zebrafish larvae 5-7
days post fertilisation were exposed to 10 second pulses of UV
light (365 nm) and blue light (455 nm), in between interludes of
ambient light (Fig. S87). After the first cycle of UV and blue light
pulses the time that the zebrafish larvae spent swimming in the
10 seconds after the light pulse was measured to give the

average change in time (s) spent
swimming after light pulses
o -
1 1

Fig. 6 Optical control of zebrafish motility in the presence of LOGOS.
After the application of LOGOS5 (50 pm), the swimming behaviour of the
zebrafish larvae was reduced under blue light illumination and
increased under UV light illumination when compared to the control
(1% DMSO) zebrafish. Experiments using the non-photoswitchable
GIRK opener ML297 (50 um) showed reduction of the zebrafish motility
independent of UV and blue light illumination. (LOGO5 n = 36
zebrafish; ML297 n = 36 zebrafish; control (1% DMSO) n = 72 zebra-
fish) (*P < 0.01 versus control 365 nm; **P < 0.001 versus control
455 nm). Values represent mean + SEM.
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background swimming behaviour. The zebrafish larvae were
then incubated with LOGO5 (50 pwm) for 1 hour and the same
protocol was used to determine the effect of the photochromic
GIRK agonist by calculating the change in swimming time.
Gratifyingly, the zebrafish larvae showed significantly different
changes in swimming time in the presence of LOGO5, which
could be modulated by alternating illumination with UV and
blue light (Fig. 6). When illuminated with blue light, the
zebrafish larvae exhibited reduced swimming times compared
to the control experiments. After illuminating with UV light for
10 seconds, the zebrafish larvae dramatically increased the time
they spent swimming. However, the zebrafish larvae also
showed increased swimming time in the control experiment
using only UV light. To dissect the effect of LOGO5 from the
native response to UV light, we performed additional experi-
ments using the non-photoswitchable GIRK activator ML297
(Fig. 6). These experiments demonstrated that there is almost
no change in the swimming behaviour of the zebrafish larvae
when illumination is switched between UV and blue light. This
is in stark contrast to the results obtained using LOGO5 and UV
light.

Conclusion

In summary, we have developed a photochromic agonist that
enables the optical control of GIRK channels. Our photoswitch,
LOGOS5, is active as its trans-isomer, with UV light illumination
converting it to its significantly less active cis-isomer. LOGO5
has been shown to work with GIRK channels that bear the
GIRK1 subunit and can be used to efficiently reduce neuronal
excitability in dissociated hippocampal neurons in a light-
dependent manner. LOGO5 can also be implemented in vivo,
for instance in zebrafish larvae. Future work is focused on the
advanced development of LOGO5 as an optical tool to control
GIRK channels in higher animals.

Acknowledgements

We gratefully acknowledge the EC [IEF to D.M.B. (PIEF-GA-2013-
627990)], the ERC [Advanced Grant to D.T. (268795)], CIPSM
(D.T. and H.B.) and the Max Planck Society (H.B.) for generous
financial support. We are also grateful to the NIH for supporting
the Nanomedicine Developmental Center for the Optical
Control of Biological Function [D.T., H.B. and E.Y.L
(2PN2EY018241)]. We thank Luis de la Osa de la Rosa and Luisa
Zartner for excellent technical assistance and Giulio Volpin for
assistance with NMR measurements. We also thank Dr. Martin
Olbrich and Cedric Hugelshofer for helpful discussions during
the preparation of this manuscript.

References

1 (@) H. Hibino, A. Inanobe, K. Furutani, S. Murakami,
I. Findlay and Y. Kurachi, Physiol. Rev., 2010, 90, 291-366;
(b) C. Liischer and P. A. Slesinger, Nat. Rev. Neurosci., 2010,
11, 301-315; (¢) N. Dascal and U. Kahanovitch, Int. Rev.
Neurobiol., 2015, 123, 27-85.

This journal is © The Royal Society of Chemistry 2016


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c5sc04084a

Open Access Article. Published on 23 December 2015. Downloaded on 4/3/2026 3:41:08 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Edge Article

2 R. Lujan, E. Marron Fernandez de Velasco, C. Aguado and
K. Wickman, Trends Neurosci., 2014, 37, 20-29.

3 K. B. Walsh, Front. Pharmacol., 2011, 2, 64.

4 (a) F. Lesage, F. Duprat, M. Fink, E. Guillemare, T. Coppola,
M. Lazdunski and J. P. Hugnot, FEBS Lett., 1994, 353, 37-42;
(b) G. Krapivinsky, E. A. Gordon, K. Wickman, B. Velimirovic,
L. Krapivinsky and D. E. Clapham, Nature, 1995, 374, 135-
141.

5 Y.]. Liao, Y. N. Jan and L. Y. Jan, J. Neurosci., 1996, 16, 7137-
7150.

6 (@) M. Nishida and R. MacKinnon, Cell, 2002, 111, 957-965;
(b) M. R. Whorton and R. MacKinnon, Cell, 2011, 147, 199-
208; (¢) M. R. Whorton and R. MacKinnon, Nature, 2013,
498, 190-197.

7 (@) T. Kobayashi, K. Washiyama and K. Ikeda, Br. J.
Pharmacol., 2003, 138, 1119-1128; (b) T. Kobayashi,
K. Washiyama and K. Ikeda, Neuropsychopharmacology,
2004, 29, 1841-1851; (¢) N. Hashimoto, T. Yamashita and
N. Tsuruzoe, Pharmacol. Res., 2006, 54, 136-141.

8 T. Kobayashi and K. Ikeda, Curr. Pharm. Des., 2006, 12, 4513-
4523.

9 T. Machida, N. Hashimoto, I. Kuwahara, Y. Ogino,
J. Matsuura, W. Yamamoto, Y. Itano, A. Zamma,
R. Matsumoto, J. Kamon, T. Kobayashi, N. Ishiwata,
T. Yamashita, T. Ogura and H. Nakaya, Circ.: Arrhythmia
Electrophysiol., 2011, 4, 94-102.

10 L. G. Weigl and W. Schreibmayer, Mol. Pharmacol., 2001, 60,
282-289.

11 (@) J. M. Lewohl, W. R. Wilson, R. D. Mayfield,
S. J. Brozowski, R. A. Morrisett and R. A. Harris, Nat.
Neurosci., 1999, 2, 1084-1090; (b) P. Aryal, H. Dvir, S. Choe
and P. A. Slesinger, Nat. Neurosci., 2009, 12, 988-995.

12 T. T. Yow, E. Pera, N. Absalom, M. Heblinski, G. A. Johnston,
J- R. Hanrahan and M. Chebib, Br. J. Pharmacol., 2011, 163,
1017-1033.

13 (a) K. Kaufmann, I. Romaine, E. Days, C. Pascual, A. Malik,
L. Yang, B. Zou, Y. Du, G. Sliwoski, R. D. Morrison,
J. Denton, C. M. Niswender, J. S. Daniels, G. A. Sulikowski,
X. Xie, C. W. Lindsley and C. D. Weaver, ACS Chem.
Neurosci., 2013, 4, 1278-1286; (b) N. Wydeven, E. Marron
Fernandez de Velasco, Y. Du, M. A. Benneyworth,
M. C. Hearing, R. A. Fischer, M. J. Thomas, C. D. Weaver
and K. Wickman, Proc. Natl. Acad. Sci. U. S. A., 2014, 111,
10755-10760; (¢) S. J. Ramos-Hunter, D. W. Engers,
K. Kaufmann, Y. Du, C. W. Lindsley, C. D. Weaver and
G. A. Sulikowski, Bioorg. Med. Chem. Lett., 2013, 23, 5195-
5198.

14 (a) W. Wen, W. Wu, I. M. Romaine, K. Kaufmann, Y. Du,
G. A. Sulikowski, C. D. Weaver and C. W. Lindsley, Bioorg.
Med. Chem. Lett., 2013, 23, 4562-4566; (b) W. Wen, W. Wu,
C. D. Weaver and C. W. Lindsley, Bioorg. Med. Chem. Lett.,
2014, 24, 5102-5106.

15 (a) T. Fehrentz, M. Schonberger and D. Trauner, Angew.
Chem., Int. Ed., 2011, 50, 12156-12182; (b) A. A. Beharry
and G. A. Woolley, Chem. Soc. Rev., 2011, 40, 4422-4437; (c)
C. Brieke, F. Rohrbach, A. Gottschalk, G. Mayer and
A. Heckel, Angew. Chem., Int. Ed., 2012, 51, 8446-8476; (d)

This journal is © The Royal Society of Chemistry 2016

16

17

18

19

20

21

22

23

View Article Online

Chemical Science

W. Szymanski, J. M. Beierle, H. A. V. Kistemaker,
W. A. Velema and B. L. Feringa, Chem. Rev., 2013, 113,
6114-6178; (¢) W. A. Velema, W. Szymanski
B. L. Feringa, J. Am. Chem. Soc., 2014, 136, 2178-2191.
(@) M. Schonberger, M. Althaus, M. Fronius, W. Clauss and
D. Trauner, Nat. Chem., 2014, 6, 712-719; (b)
A. Damijonaitis, ]J. Broichhagen, T. Urushima, K. Hiill,
J. Nagpal, L. Laprell, M. Schonberger, D. H. Woodmansee,
A. Rafiq, M. P. Sumser, W. Kummer, A. Gottschalk and
D. Trauner, ACS Chem. Neurosci., 2015, 6, 701-707; (c)
L. Laprell, E. Repak, V. Franckevicius, F. Hartrampf,
J. Terhag, M. Hollmann, M. Sumser, N. Rebola,
D. A. DiGregorio and D. Trauner, Nat. Commun., 2015, 6,
8076.

(@) M. Schonberger and D. Trauner, Angew. Chem., Int. Ed.,
2014, 53, 3264-3267; (b) S. Pittolo, X. Gomez-Santacana,
K. Eckelt, X. Rovira, J. Dalton, C. Goudet, J.-P. Pin,
A. Llobet, J. Giraldo, A. Llebaria and P. Gorostiza, Nat.
Chem. Biol., 2014, 10, 813-815.

(a) C. Falenczyk, M. Schiedel, B. Karaman, T. Rumpf,
N. Kuzmanovic, M. Gretli, W. Sippl, M. Jung and B. Konig,
Chem. Sci., 2014, 5, 4794-4799; (b) B. Reisinger,
N. Kuzmanovic, P. Loffler, R. Merkl, B. Konig and
R. Sterner, Angew. Chem., Int. Ed., 2014, 53, 595-598; (c)
X. Chen, S. Wehle, N. Kuzmanovic, B. Merget,
U. Holzgrabe, B. Konig, C. A. Sotriffer and M. Decker, ACS
Chem. Neurosci., 2014, 5, 377-389; (d) ]. Broichhagen,
L. Jurastow, K. Iwan, W. Kummer and D. Trauner, Angew.
Chem., Int. Ed., 2014, 53, 7657-7660.

(@) W. A. Velema, J. P. van der Berg, M. ]J. Hansen,
W. Szymanski, A. J. M. Driessen and B. L. Feringa, Nat.
Chem., 2013, 5, 924-928; (b) O. Babii, S. Afonin,
M. Berditsch, S. Reifler, P. K. Mykhailiuk, V. S. Kubyshkin,
T. Steinbrecher, A. S. Ulrich and I. V. Komarov, Angew.
Chem., Int. Ed., 2014, 53, 3392-3395.

(@) M. R. Banghart, A. Mourot, D. L. Fortin, J. Z. Yao,
R. H. Kramer and D. Trauner, Angew. Chem., Int. Ed., 2009,
48, 9097-9101; (b) A. Polosukhina, J. Litt, I. Tochitsky,
J. Nemargut, Y. Sychev, I. de Kouchkovsky, T. Huang,
K. Borges, D. Trauner, R. N. van Gelder and R. H. Kramer,
Neuron, 2012, 75, 271-282; (c) A. Mourot, T. Fehrentz, Y. Le
Feuvre, C. M. Smith, C. Herold, D. Dalkara, F. Nagy,
D. Trauner and R. H. Kramer, Nat. Methods, 2012, 9, 396—
402; (d) 1. Tochitsky, A. Polosukhina, V. E. Degtyar,
N. Gallerani, C. M. Smith, A. Friedman, R. N. van Gelder,
D. Trauner, D. Kaufer and R. H. Kramer, Neuron, 2014, 81,
800-813; (e) J. Broichhagen, M. Schoénberger, S. C. Cork,
J. A. Frank, P. Marchetti, M. Bugliani, A. M. J. Shapiro,
S. Trapp, G. A. Rutter, D. J. Hodson and D. Trauner, Nat.
Commun., 2014, 5, 5116.

J. Broichhagen, J. A. Frank and D. Trauner, Acc. Chem. Res.,
2015, 48, 1947-1960.

J. Bieth, N. Wassermann, S. M. Vratsanos and B. F. Erlanger,
Proc. Natl. Acad. Sci. U. S. A., 1970, 66, 850-854.

C. D. Weaver, D. Harden, S. I. Dworetzky, B. Robertson and
R. J. Knox, J. Biomol. Screening, 2004, 9, 671-677.

and

Chem. Sci,, 2016, 7, 2347-2352 | 2351


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c5sc04084a

Open Access Article. Published on 23 December 2015. Downloaded on 4/3/2026 3:41:08 AM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Chemical Science

24 L. Saenz del Burgo, R. Cortes, G. Mengod, ]. Zarate,
E. Echevarria and J. Salles, J. Comp. Neurol., 2008, 510, 581-606.

25 H. M. D. Bandara and S. C. Burdette, Chem. Soc. Rev., 2012,
41, 1809-1825.

26 (@) S. Szobota, P. Gorostiza, F. Del Bene, C. Wyart,
D. L. Fortin, K. D. Kolstad, O. Tulyathan, M. Volgraf,
R. Numano, H. L. Aaron, E. K. Scott, R. H. Kramer,
J. Flannery, H. Baier, D. Trauner and E. Y. Isacoff, Neuron,

2352 | Chem. Sci., 2016, 7, 2347-2352

View Article Online

Edge Article

2007, 54, 535-545; (b) C. Wyart, F. Del Bene, E. Warp,
E. K. Scott, D. Trauner, H. Baier and E. Y. Isacoff, Nature,
2009, 461, 407-411; (¢) H. Janovjak, S. Szobota, C. Wyart,
D. Trauner and E. Y. Isacoff, Nat. Neurosci., 2010, 13, 1027-
1032; (d) J. Levitz, C. Pantoja, B. Gaub, H. Janovjak,
A. Reiner, A. Hoagland, D. Schoppik, B. Kane, P. Stawski,
A. F. Schier, D. Trauner and E. Y. Isacoff, Nat. Neurosci.,
2013, 16, 507-516.

This journal is © The Royal Society of Chemistry 2016


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/c5sc04084a

	Optical control of neuronal activity using a light-operated GIRK channel opener (LOGO)Electronic supplementary information (ESI) available: Experimental procedures and characterisation data. See DOI: 10.1039/c5sc04084a
	Optical control of neuronal activity using a light-operated GIRK channel opener (LOGO)Electronic supplementary information (ESI) available: Experimental procedures and characterisation data. See DOI: 10.1039/c5sc04084a
	Optical control of neuronal activity using a light-operated GIRK channel opener (LOGO)Electronic supplementary information (ESI) available: Experimental procedures and characterisation data. See DOI: 10.1039/c5sc04084a
	Optical control of neuronal activity using a light-operated GIRK channel opener (LOGO)Electronic supplementary information (ESI) available: Experimental procedures and characterisation data. See DOI: 10.1039/c5sc04084a
	Optical control of neuronal activity using a light-operated GIRK channel opener (LOGO)Electronic supplementary information (ESI) available: Experimental procedures and characterisation data. See DOI: 10.1039/c5sc04084a


