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Abstract
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promise in treating ical mali ies! 234567 However, CAR-
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General Pharmacological Activation Mechanism of K* Channels
Bypassing Channel Gates
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ABSTRACT: Under the known phamacological activation mecha- :

nisns, activators allosterically or dircatly open potassham channel gates. w .
However, herein, molecular dynamics simulations on TREK-1, a & H ,i’
member of the channel dass gated at the fiker, suggested that negatively =)
chamged activators act with a gate-independent mechanis where [ v
compounds increase currents by promeoting ons passing theough the f 4/2
centedl cavity, Then, based on studies of KCNQ2, we uncovered that ; ‘

this nencanonical activation mechanism is shared by the other channel Duecradting

clas gated at the heliv-bundle crosdng, Rational drug design found 3 ey : ,’r
novel KCNQ2 agonis, CLE030, which stably binds to the central - —— W]
cavity. Functional analysks, molecular dynamics smulitions, and
caleulations of the potential of mean force revealed that the carbonyl L “ﬁ” 3 “]
oxygen of CLEOM influences permeant jons in the central cavity to

contribute to its activation effects. Together, this study discovened a ligand to-ion activation mechanism for channels that bypasses
wheir gates and thus is conserved acroms subfamilies with diferent gates.

FEXTUTC)

s fior option on how 10 kegitimutely share pobliched srmches

ORMAL UNIV on July 25, 2002 2 31

3. RIERA S IFEABRIE S RAMLLEG ? FRBERA B 2R AR i FTESE

IR TR & BEAE YT FC ] AE T R BE V)M 2 REVE R A&, B R, T AN
AR IEEE T 68 e R AL A e R BEVI M IR R BRI, R IBE S 4 BRAR IR e ok G 0 78 77 AT
X E b sh s, HB s B R R SR AR e R m g . AbT5 s e R
Hi 8 7 B 1 B 40 AT DRI A = 5 BERE AE AR SR30-504E 15 n, - A6 J7 v i FE e sk b LA RS 1)
e AR B 3 L 73 AT DRI A 3 5 ) o KRB o 4 R AR I T R < IR AL 2 2R van 445
Te IR M 8 FRIBFE AN R AR K 4, (RIS 2 3 Bl 2 3R b AR 26 5 MR 2 BR e IR B T
RIS PTH T EAERERE, WA SRR, 4Bk XM, AERE %R
Ab R 7R HLAE A FR) b 77 1 7R M T 4 28 i KRR T F 0 o Bt i L 20 AT X FRD 48 DR B P A
LR, R AR R BRI 1] Bk Y AR B KU X3, K B AR SR 58 A AR I %)
A RS R b Bk T R 5 M 1) B A DX A

1Z R BL“ Will climate change cause the global peatlandto expand or contract?
Evidence from the habitat shift pattern ofSphagnummosses” @ T-7 H 28 H 7F £k &k & 1
Global Change Biology . & CHI% —{E#H N L0 FA: Bibgse, @EH AL mAl s
ek Em R %, Wl ARESEAE 7 H LRSS B IS 5 7 AT 7.



DO 104111 /e 16354

Blabal Change Blology
RESEARCH ARTICLE ’WILEY

Will climate change cause the global peatland to expand
or contract? Evidence from the habitat shift pattern of
Sphagnum mosses

XiaoYingMa'® | HaoXu'® | Zi¥inCao'® | LeiShu'® | Rui-Liang Zhu'?%e

Abstract

Peatlands play 8 erucial rolé in the global carbon cycle. Sphagnum messes (peat
mosses) are considered to be the peatland ecosystem engincers and contribute to
e, | the carbon ion in the peatland ecosystems. As coldadapted species, the
dominance of Sphagnum moszes in peatiands will be threatened by climate warming.
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CRISPR-Cas9-mediated gene editing of the BCLT1A
enhancer for pediatric §°/f° transfusion-dependent
p-thalassemia
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IL-17D-induced inhibition of DDX5
expression in keratinocytes amplifies IL-
36R-mediated skin inflammation
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