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. ‘) . Separate Dicer-2-R2D2 performs siRNA production and loading.
‘- Dicer-2—R2D2 dimerizes to facilitate the uptake of siRNA duplexes.
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Ago2 binds to guide siRNAs and suppresses viral RNAs and transposons
Dicer-2-R2D2 is involved in substrate cleavage and guide strand selection
—>How Dicer-2-R2D2 advances two roles?
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PCO371 activates nearly half of class B1 GPCRs.

—1 =4
Rgl&x; Y . . . RN, . L L416%4 1299°4 : 2x46 2x50 2x53 3x47 3x50 3x54 45 6xddll bxd 48 6x49 650 Tx52 T7x56 Tx57 8xd7
HFE RS #Hiz PCO371 directly links PTH1R to G proteins, o Gae S ——————— PTHIR e e o mm . v oL wimmle r T Een
DB but not p-arrestins. -OFE .. R przr oo N Il B LG
E302
L U Hooew SCTR R L L L L L. F Vi L e
o} | 1 pr———ssiminn GHRHR wveir B S L (NN | 7 | . V.. L IS
O/ VIPZR R L L L L | P L F v L Y
. PACIR R L L L I P L F v L Y
PCO371 e SCTR ccon [ Lot i N | - | L L B
ﬂ”ﬂ” ‘ llllllllll VIP1 R GIPR R L L L L ' P L L L L Y
e vl . B B N Pl
_VIPZR CRFIR R L M L L L P L L ¥ F Y
PCO371 — 7 pactR - IO o . EEl. B ¢
. CALCRL PTHZR CALRL R L M L L v P L L L I Y
& By e —— GCGR
L K CALCR -4 GHRHR | L. GIPR L370P-PTH2R
GCas A 5 & =150-
A CRF2R : SCTR —ioit GLP-2R ‘_§§ P——
: / - | 100- -
Dt Iy %  — oo GLP-1R Ex ” E;;iozgzﬁgpco
W~ AWM O ¥V o awarPHhEeesSaTYyYl B0 R 4 Y  CRFIR T LR - VPACIR & e Q> 50.. Q= -
Nb35 &2 SREIR E YRAETS CREIR 83 - L370P - PCO
P R S s CRF2R S8 0dmm ST AR
4 g g GLP-1R VPAC2R < i S
restl Sinsa e CALCR 010121010 108 10 104
» R PALIR i, CALRL

GIPR GCGR

(Kobayashi et al, Nature, 2023) (Kobayashi et al, Nature, 2023)

HOF/4 FZREALE LTEOHBEALEESER O AR 7 KindB8 DT RILX—FIAESEAE

Common rhodopsin is activated by absorbing light energy
using its retinal chromophore.

activation

The ring moiety of salinixanthin fits into
the fenestration in s. ruber XR
and forms van der Waals interactions

Intracellular
Poecnimnscainitim. )

A with the retinal B-ionone ring

é: B-carotene

\\\\\\\\\\\

1
Extracellular

We detected light energy transfer
from the widespread hydroxylated
carotenoid zeaxanthin to the

GPR (PDB:7803) S. ruber XR (PDB:3DDL) retinal moiety of XRs AT
On the other hand, energy transfer from ketocarotenoids to S
light-driven proton pumps has been demonstrated.

Salinixanthin

A. Chazan et al., bioRxv, 2022

The structure of KindB8 with zeaxanthin

Rhodopsins contain ketocarotenoids as an antenna can | 19 examine such hydroxylated carotenoids binding to XRs,

e determined as a pentamer.
harvest an additional 50% energy we determined the cryo-EM structure of Kin4B8, /4 P \
compared to antenna-less rhodopsins. a member of the XR family, with zeaxanthin. BEEIEXRF Zeaxanthin binding to Kin4B8 from the outside of the structure /
tHHER H BIROZIE

was successfully observed at a high resolution of 2.33 A. Ariel, Murakoshi et al., Nature (2023)
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