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H3K2Z7med is alsa widely established in M1l oocytes and can be trans:
mitted to offspring™™, In early embryo development. maternal
HK27me3 is assaciated with DNA methylation®. Vire et al, hive found
thag EZHZ recruits DNMTs to refative regions to methylate CG and
regulates gene expression’, Overexpression Fzhd altered DNA
methylation in prostate cancer™, In the present siudy, we find that the
expression of £7h2 and Suzl2 and genomic DNA methylation in GFL

www. x1 jsci. com
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Comirot Eahaon

oocytes are significantly increased. While knockdown Ezfed expression
level in GOF1 oocytes using siRNA reduced hyper-methylation. These
suggest that the incressed Ezh2 expression in GFDI oocytes may be
associated with the hyper-methylation induced by GOM.

DNMT3A and 3L are the main enzymes for de nove DNA methy-
lation in cogenesis, Although DNMTL ks requited for a part of methy:
lation ot CG sites in oocytes, it is usually prevented by STELLA. Lack

Mature Communications | (202516127

Article Fittps:feloi arg/10,1038/541467.024.6549%.x
S,
Cak343, n=74p el EEREGBNASE
In v i ‘nocytes, the SmE
DRnep=44
P < O5; “p< L1
o EZHE mishrhris ey Dar20 S Soorce

Srelle expression In oogenesls results In excessive genomic DNA
1 UHIFL
s vital to recrult DNMTI into nucheus to mainasin DNA methytstion in
oacytes’, BUL the expression of DM T34, DNMEL, DNMT1and UHRFD
In oocytes was not significantly influenced by GDM, E2H2 regulates
DNA methylation by interactng with DNMIS™, GDM exposure sig-
mificantly Increases the expression of £2i2 [n oocytes, We also find that
GO Increnses the nuckear localization of DNMT L and EZH2 In oocytes,
but ot BNMT3A. Coll results Indicate that EZH2 Interacts with
DNMTE but not DNMT3A In oocytes, These suggest that F7H2 may
Interact with DNMT1 to regulste the hyper-methylatlon In GDFL
oacytes
Althaugh our results suggest that disturbed DNA methylagion (n
GOF1L oocytes may have contribution 1o the transgenerational inbert
wnce of metabolle disorders, and EZH2 Is Involved In mediating the
alteration of DNA methylation In GDFI oocytes vin DRMTL, the mole
cular mechanlsms re not complerely ehicidated because this process
s complex. It's also important to explore other key fsctors which may
be responsible for the disturbed metabolism in offspring, Therefore,
mwre studies are necessary in the future to ehuckdate this question,

Methods
This study wos performed sccording to the People's Government of
Shandoig Provinee gubdelines for the Care and Use of Liboratory
Amimals (Ao, (201813110 and approved by the Ethics Commattee of
ingdao  Agriculwral  Unbversity  (No,  QAU2M7OS0087;  Qlng
sy, China),

Mice

Female ond make ICR mice st 7-8 weeks of age were parchased from
Jinan Pengyue Experimental Ankmal Breeding Co. Ltd Jinan, Chinal. All
milce were rafsed in o temperatuse-controlled room (e 23 + 2°C) witha
12 h day/dark cycle and S08a0% hurmidity, and given o nomal dier
and water,

Antibodies

8.1.1.2 BIaEhZE

XSS
ERR|KTET I

EHRERE] , AR

aE v

uskng femabe F1: female NGDFL mated wich normal male (CC), female
GDFL mated with ormal male (G,

collection and culture
After 48 h of Inraperionenl injection of BIL pregnant mare senim
PMSC, GY oDCyTes were

puncturing ovary follicles, Femabe ribce were adminkswated with
PMSG, and 48 h laer, these mice were sdministrsted with human
chorlonle genadotiopin (HEGL MIl (metaphase Il oocytes. were
obtained Falloplan The
GV ooeytes were cultured In vitro with § pM DENep (MCE, Ching) or
1M GSK43 (MCE. China) for 14h ot 37 °C and 5% COZ. D Nep and
GSKI43 are inhibltors of EZHL

Early embryo culture

Female offspring recelved inraperitoneal nfection of SIU PRSG and
HCG 08 accarding to standard procedure, These mice were mated with
normal males after SILHCG Injection, If the vaginal phug wos observed
In the mext moming, svgotes were collectad and cultured in KSOM
(Slgrma) In vitro for 108,

Fluorescence Immunehistochemistry of ovarlan sections
Ovarles were collected from female offspring. Ovarkan tssue wis fixed
overnght with 4% paraformaldehyde H\' PEA) ot 4 °C, Afver tha,
samples were washied "
paralfin ond sectione mrc dewnxed with wylene,
rehydrited with alcohol o, and repalred with
cltrie scld anthgen repalr selution for Immunostalning, After blocking
I BT (30 mgg BSA and 1000l goat serum dissolved In $00ul THS) ot
roam temgeratire for 30 min and then incubited overniicht at 4°C
with primary antiodies; rabbile antl EZH2 ancibedy (1:50), and rabbit
antl- HIK27med antibody (1100), Slkdes were rewarmed ot 37 °C for
30 miin, After three washing in THS contaiming 0.1% Tween 20 (TBST
dides were Incubated with secondary antibody (12001 for 45 min
37 °C. and then wished three times with THST, Chromutin was stained
with DAPL and then exormined wsing a laser scanninie confocal micro-
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n=283; Dznepfl, n=73 {p = 0.009185) : Gsk3432H, n=75 (p =

0.043357) . c-e FEEZH2FRDERE, FERSESHENMIEIEEES

SmCHIShmCRI7KTF: smC: RA88£8=44, DznepfB=56 (p =
0.007128) , Gsk343%8=36 (p=0021183) ; 5hmc: XiEBER=42,

DznepéE=44 (p = 0.000235) , Gsk343#H=25 (p=0000834) . f, g
Abca1#IDact3ZEZHZRHIEE, BEIHFIEZHATEE, Abcal (p=
0.000137 #10.037005) FIDact3 (p = 0.017237 1 0.04808) HIDNAE
EikFEEEE fiEliaotasT, Sit=EmimeaaiilTS
7. o A Ei AR RS RNARERErh2 AT, #ISmCHIShmC
BIEEEFENKT: s5mc: ATERER=27, Ezh2-siRNAEE=58 (p =
0.010829) ; Shmc: FIHEE=13, EzhZ-siRMAZH=56 (p =

0.006307) . k-m EEEME = rzhE, ERREES R NsmC

FIshmCEIZKTE. n: 5mC (p = 1.21743=107%) HIshmC (p =
0.001759) MSTESHIANS0, Ezhad=iAEhe63. *p < 0.05; *p <
0.01; **p < 0.001; EREEEETFELCG. EREEETFFER
CG. A, 20 pum. FELIESNELRES (SeM) =7 FEREdE
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Fig. 5 | EZH2 regulates genomic methylation ofoocytes, a, b
inhibitors of EZH2 are used to inhibit the function of EZH2 in
oocytes, and the H3K27me3 level is examined using
immunofluorescence: control, n = 83; Dznep,n = 73 (p =0.009185);
Gsk343, n = 75 (p= 0.043357); c—e after inhibitionofEZH2, the
5mCand ShmClevel in Ml cocytes are examined using
immunofluorescence; n: control=44, Dznep=56 (p =0.007128), and
Gsk343= 36 (p = 0.021183) for 5mC, and control=42, Dznep=44 (p
=0.000235), and Gsk343= 25 (p=0.000834) for 5ShmC; f, g Abcal
and Dact3 are target genes of EZH2, and the DNA methylation
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neurotoxin/drug receptor sites have been
channels,located in voltage sensors or in/around the pore region
(Fig.EVI)but not in intracellular regions(Catterall et al, 2007;
Klint et al, 2012; Luo et al,2024;Stevens et al,2011; Wang et al,
2025).In particular,because of the physiochemical characteristics
of peptide toxins,their binding sites(namely,sites 1,3,4,and 6)

are distributed around the extracellular regions or t uter
. e other

HE

continue

4

vestibule of the pore of Nav channels(Fig.EV, H[kan tnju:] % [kan tinjus] <

hand,intracellular domains of Nav channels to be
interesting sites and are crucial for channel modulation®and the v. () @, (& AR
D E A A A @ =i EE X RE 23 #2F AR

o fif
et al, 2021:Oclstrom et al, 2014;Sharkey et al,2009:Zhang et al,

2008).Notably,dozens of mutations targeting intracellular activa-
tion or the fast inactivation gate influence the relevant gating
kinetics to cause gain-of-function phenotypes in the clinic

1 They'll continue to fight injustice.
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Frederick Herzberg
Herzberg et al(1959)took a different route in studying worker motivation. They asked
workers to identify when they felt exceptionally good or exceptionally bad about their
jobs (Herzberg et al.1959).From their work they developed the two-factor theory,
which details differing causes for job satisfaction and dissatisfaction (Schermerhorn e
et al,2000).The first of the two factors is hygiene.The hygiene factors "relate more to
the environment in which people work than to the nature of the work itself”
(Sghermerhorn et al,2000,p.114).Hygiene factors affect job dissatisfaction.
related to 'lhuﬂy Y assumptions are Herzberg's motivator factors,which
ction.Herzber MMMMM»MM

wwmmxm mwm
mnm opposite Herzberg's six motivator factors,the

McGregor said ﬂmﬁige human being does not dislike work;Herzberg says work
itself is a motivator factor.Theory Y says that command and control is not the only
way to motivate workers.Self-direction and control is present when workers are
committed to company objectives.Herzberg found that recognition affects job
satisfaction.According to Theory Y ions,"Commi to objectives is a
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Closely related to Theory Y assumptions are Herzberg's
motivator factors,which affect job satisfaction.Herzberg
found that when these motivators,such as sense of
achievement,recognition,the work
itself,responsibility,advancement,and growth are added
to employees’jobs,they are more satisfied with their job

i with permission of the copyright owner.Further reproduction prohibited without permission. and more productive. McGregor identified six Theory Y
assumpticns that managers make,if those assumptions
are placed directly opposite Herzberg's six motivator
factors, the similarities become clear.
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11‘& same variables are followed across to system 4,management’s actions
become increasingly similar to M'IWY assumptions that McGregor outlined.
: . ] sBubordinates fee
8r.The supervisor

completely free to discuss things about the Job wnh their supe
& e A A A2
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Personnel at all levels feel real responsibility for organization's goal and behave in

4
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ways to implement those goals.There is much interaction and communication
aimed at achieving the organization's objectives.Information flows down,up,
between peersand s generally accepted or candidly questioned.The information
that is communicated upward is accurate.Superiors know and understand the
problems of subordinates very well.There is extensive,friendly interaction
between management and the employees that is done with a high degree of
confidence and trust.There is substantial cooperative teamwork present
throughout the organization.Decisions are made throughout the organization,
and with consideration and awareness of the problems of lower level employees.
Technical and professional knowledge is used in decision-making no matter at
what level the knowledge originates.Subordinates are involved fully in decisions
related to their work,which leads to substantial motivation for the employees to

implement the decision.Goal setting is established by means of group
participation -except in emergencies. The goals that are set are followed

overtly and covertly.The review and control functions are quite widespread.
Informal and formal oreanizations are one and the same.All social forces subport

If the same variables are followed across to system

4,management’s actions become increasingly similar to
the Theory Y assumptions that McGregor outlined.
Supervisors have complete confidence and trust in
subordinates
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Personnel at all 1cvcls feel rcal l’L‘Sponsnblhty for organization's goal and bch in
ways to implement those goals.There is much interaction and communication
aimed at achieving the organization's objectives.Information flows down,up,
between peers,and s generally accepted or candidly questioned.The information
that is communicated upward is accurate.Superiors know and understand the
problems of subordinates very well. There is extensive,friendly interaction
between management and the employees that is done with a high degree of
confidence and trust.There is substantial cooperative teamwork present
throughout the organization.Decisions are made through the organization
and with consideration and awareness of the problems of lower level employees.
Technical and professional knowledge is used in decision-making no matter at
what level the knowledge originates.Subordinates are involved fully in decisions
related to their work,which leads to substantial motivation for the employees to
implement the decision.Goal setting is established by means of group
participation -except in emergencies.The goals that are set are followed
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remarkable similarities to Theory X and Theory Y, respectively. What set
McGregor apart from his contemporaries was his ability to re-introduce these ideas
in a manner that both academicians and practitioners found appealing Theory X
and Theory Y created self-fulfilling prophecies.Theory Y summarized that if
employees were treated well at work,and were given responsibility they responded
positively,the converse of this was Theory X (Schermerhorn et al,2000).
McGregor's ability to articulate these thoughts and ideas and integrate them with
the previous discoveries of others yielded additional credibility for his findings.
McGregor stands in a unique place in management history.He has one foot in the
carly human relations movement and another foot in the movement of scholars who
advocated a heigh d a of gement's responsibility for the human

O HEY 28X

(All social forces support efforts to achieve the
organization’s goals.Control data are used for self-
guidance or group problem solving (Likert,1967).Likert
felt System 4 was management’s optimal alternative
much the same way that McGregor saw Theory Y as a
more viable solution than Theory X.
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and vital. Whereas the inner needs give us a cue of what the person is;outer needs tell DeepSeek
us what the person does”(Argyris,1957,p.32).Argyris then talks about needs we may
or may not be aware of.Conscious needs are needs that we know exist;we recognize WE N AEMc U Te e
them and their importance in our lives.Unconsgjous needs are needs that we are not
aware ofithey are normally our inner most needs Next,he defines social needs as those - ———

. . . 11 - . . '] 3 2
needs that a culture aids in instilling.Most cultures place varying emphasis on inner e
and outer needs and attempt to determine which needs matter most to them.Finally.he BT%, MEHARREXABET AT RRNRR, A
mentions our basic physiological needs,which include food,shelter,and movement} _4 SHTIHNERRIMERROBRE SR, HitE
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mature Personaiiy(as Classied apove jana e requirements o1 10rmal organizations”

(Argyris,1957,p.66).Formal organizations are defined to include task specialization,

chain of command,unity of direction,and span of control. When all of these elements of

an organizational form are present,it leads to a work setting,where employees are el e MR
"provided minimal control over their workday world,are expected to be passive,
dependent.and subordinate,are expected to have a short time perspective,are induced
to perfect and value the frequent use of a few skin-surface shallow abilities,and are
expected to produce under conditions leading to psychological failures™(Argyris, 1957, needs matter most to them.Finally,he mentions our basic
p.66).Argyris identified these Theory X-style characteristics as being incompatible to physiological needs,which include food shelter,and

the needs of a mature employee:needs very similar to those that Maslow before,and movement.

McGregor after,felt necessary for all employees to satisfy.

Nexthe defines social needs as those needs that a culture
aids in instilling.Most cultures place varying emphasis on
inner and outer needs and attempt to determine which

Frederick Herzberg
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in regulating misfolded protein induced liver toxicity and provides a rationale for potential
manipulation of HRDI-METTL14 crosstalk in AATD therapy.

eTOC Blurb

ERAD is critical for ER-stress adaptation, and its failure triggers cell apoptosis. Wei et al
discovered that ER-stress induces the Né-adenosine-methyltransferase METTL 14 expression by
suppressing HRD |-mediated ubiquitination to promote CHOP mRNA decay for inhibiting CHOP-
induced apuptusis,?[‘his study defines an ERm6A pathway underlying how ERAD selects stress
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The endoplasmic reticulum (ER) is a dynamic and multifunctional organelle responsible
for the biosynthesis, folding, assembly, modification and quality control of secretory and
membrane proteins (Hetz et al., 2020; Wang and Kaufman, 2016). Impairment in the
ability to handle protein folding and proteostasis disrupts ER homeostasis and results in tk
aggregation of misfolded proteins in different cellular compartments, which are hallmarks
various human diseases, including Alzheimer's disease and al-antitrypsin (AAT) deficien
(Berg and Eriksson, 1972; Schrisder and Kaufman, 2005; Wang and Kaufman, 2016).
Misfolded proteins within the ER lumen usually trigger adaptive measures termed as the
unfolded protein response (UPR) through three canonical pathways: the Protein kinase R-
like ER kinase (PERK)-eukaryotic translation initiation factor 2a (elF2a) pathway (whicl
attenuates global mRNA translation), and the Cyclic AMP-dependent transcription factor
6 (ATF6) pathway and the Inositol-requiring transmembrane kinase/endoribonuclease la
(IREla)- X-box-binding protein 1s(—Xbpls) pathway (both of which induce transcription
of genes involved in protein folding and degradation) (Hetz et al., 2019; Samuel and
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This study defines an ERm6A pathway underlying how
ERAD selects stress adaptation over apoptosis.
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This mutation results in a toxic misfolded protein that is
prone to polymerization and accumulation in the lumen
ofER ofhepatocytes (Stoller and Aboussouan, 2012;
Strnad et al., 2020). The misfolded AAT-Z protein forms
aggregated polymers that are retained within the ER
ofhepatocytes and leads to liver damages. Recent studies
have indicated that C/EBP-homologous protein (CHOP), a
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AATD are asymptomatic and clinically recover in early
childhood|
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This system has shown to be induced by extracellular
stimulation, such as heat shock or infection, to modulate
numerous processes including cell differentiation, innate
immune response and apoptosis in diverse organisms
(Chen et al., 2019; Frye et al., 2018; Patil et al., 2018; Wang
and He, 2014; Wang et al., 2017). However, the molecular
mechanisms underlying how the m6A process is
regulated by extra- and intra- cellular pathophysiological
responses, such as ER stress and UPR, remain largely
unclear.
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1. Introduction
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R
OFIFKER =, /eI [ER] [TxZ] (%] [MFRz] 88

molecule neurotoxins tetrodotoxin{TTX)and saxitoxin{STX)and
some peptide toxins,namely,u-conotoxins{Green et al,2014; Kao,
1966;Mosher et al,l or(2)serving as gating modifiers to
modulate the channetl)(tmvny by an allosterically coupled
mechanism,usually binding to VSDs to alter the eguilibrium
among the openclosedand inactivated states(Catterall et al,
2007).Furthermore,it has also been found that venom peptide
toxins can enter cells to bind to the intracellular regions of ion
m or ion channels | on organelles,such as scorpion
\Va targeting TRPAY (Lin King et al,2019)and

channels.located in
(Fig.EV1)but not
Klint et al, 2012; L
2025).In particular,
of peptide toxins,i
are distributed arc
vestibule of the p
hand,intracellular ¢
interesting sites any
regulation of gat

mnd the
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cological probes for Nav channel structure and function investiga-  tion or the fast it
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tion due to their action specificity.To date,at least nine distinct
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nontullerene acceptors named BTP-20, BTP-O-5, and BTP-25, tion in the past few years due to their
featuring different peri a n containing branched chaipsare light-weight, translucency, mechanical
synthesized. Compared with sym BTP-20 and BTP-2S f‘lel)lcibilityl,1 and fea::ibilit)'f with larhge‘-ialx;ejll
Ticvith hed tric BTP-OS = rollto-roll  manufacturing method./
—— D e b S graking Nowadays, the emergence of bulk-hetero-
junction OSCs is the mainstream device
structure, adopting mixed donor and
malpowerconversion acceptor materials in the light-absorbing
ier Ained 1¢ : : asec layer to create abundant donor/acceptor
\mth a good balance between Voc (0 912 V) and Jsc (24.5 mA cm™?), and a (D/A) interfaces and bicontinuous inter-
penetrating networks for better exciton
high fill factor (FF) of 0.775, which is much higher than those of BTP-20 Sisociatian and chime fmspat Wit
(16.19.6) and BTP-ZS-based (16.4%) devices. Such . result represents one of the design of new conjugated polymer
the highest efficiencies among the binary OSCs with V¢ surpassing 0.9 V. electron donors and nonfullerene elec-
Moreover, the BTP-O-S-based devices fabricated by using green solvent tron acceptors (NFA) (e.g., PM6,5 D18,
yield a satisfactory PCE of 17.1%. This work highlights the synergistic effect _lTlCr.r"] Y6%), rr_lorpholﬁgz regulation,
-—-- intartare snomesaring an auire nnhmi.
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have reached over 18%.°" The PCEs of OSCs are propor- orbital overlap in its empty 3d orbital.”®! Other than down- g
tional to three photovoltaic parameters of open-circuit voltage  shifting the highest occupied molecular orbital (HOMO) energy £
(Voc), short-circuit current density (Js¢), and fill factor (FF)  level, the alkylthio chains are also in favor of inducing the 5
according to the equation of PCE = Js¢c X Voc X FF/P; Ehl 'Ttis  ordered 7 stacking of resultant molecules to enhance charge H
we]l established that the FF represents how “difficult” or how  mobility.**/ Additionally, the branched alkyl chain engineering g
easy the photogenerated carriers can be extracted out of OSC  has resuited in significantly 1mpr0ved mo]ecular packmg and F F %
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Introducing chalcogen (S and O atoms) containing alkyl In this work \the alkoxy branched chain and alkylthio branched
chains is a widely used strategy, which significantly influences | chain were jointly leveraged to develop high-performance NFAs.
the electronic and morphological properties of organic semicon- | Three Y-series N (called BTP-20, BTP-O-S, and BTP-2S)
ductors.l*®l The alkoxy chains not only have a strong electron- | with the same dithi§pothiopheno[3,2-b}-pyrrolobenzothiadiazole
donating ability but also show non-covalent intermolecular §(BTP) core and 5,8difluoro-3-oxo-2,3-di-hydro-1H-indene-2,1-
interaction, which could change the aggregation property of the iylidene))dimalononitie (2FIC) terminal group, but with dif-
molecule thus optimizing the phase separation morphology of  ferent degrees of chalcogen containing branched chains on both
the blend-mms—he-synergistie-effeet-ot-hnear-alicyh-chams-and  sides-ot-bit-core-were-designed-and-synthesized-tbehemeta):
phology.?-3Il Meanwhile, alkylthio side chains are an effec- mo]ecular orbltal (LUMO) energy level but blue shlfted photon
tive tactic to manipulate the physicochemical and photovoltaic  absorption. To solve the narrow absorption range problem of
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BTP-2S. BTP-2S showed a prominent red-shifted absorptign but ~ compound 1a, compdund 1b, and 4,7-dibromo-5,6-dinitrobenzo[c] %
a deep LUMO energy level, in compassion with BTP-2q. Fur-  [1,2,5]thiadiazole. Theéq, compounds 4a-c were attained after the H
thermore, adopting the synergistic effect of alkoxy brghched Cadogan ring-closing§reaction and formylation. Subsequently, 3
chain and alkylthio branched chain, an asymmetric NFA flamed  the target NFAs BTP-2Q, BTP-O-S, and BTP-2S were obtained by i
BTP-O-S attached one alkoxy branched chain on one sife and  the Knoevenagel condeMsation of compounds 4a-c and 2-(5,6-dif- 3
one alkylthio branched chain on the other side of BTP core  luoro-3-oxo-2,3-dihydro-1H-inden-1-ylidene)malononitrile (2FIC) H
was also synthesized. The asymmetrlc chalcogen contammg with =85-93% yields. Three NFAs display gradually increased g
branched chains,was idc rizatio solubility_i s ich_js_39 L5 - £
and regulate. t ecular T 11n vels 6 % -Q-§ ! for. BTP- speg: £
WW@MWP- tively, adopting the similar method reparted by Yan's-group. = It £
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prominent red-s compound 1a, compound 1b, and 4,7-dibromo-5,6-dinitrobenzolc]
[1,2,5]thiadiazole. Then, compounds 4a-c were attained after the
th Cadogan ring-closing reaction and formylation. Subsequently,
chain and alkvlthio hranched chain an asvmmetric NEA named  the target NFAs BTP-20, BTP-O-S, and BTP-2S were obtained by
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OLE aipy gL v s L luoro-3-oxo0-2,3-dihydro-1H-inden-1-ylidene)malononitrile (2FIC)
was also synthesized. The asymmetric chalcogen containing  with ~85—93% yields. Three NFAs display gradually increased
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and 314 °C for BTP-20, BTP-O-S, and BTP-2S. respectively. The
good ilubility and thermal stability of three NFAs meet the

requirement of the fabrication of stable OSC devices via solution
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containing branched chain engineering strategy to synergisti-
cally enhance absorption, matching energy levels, and optimize
molecular arrangement leading to simultaneously achieving a
better trade-off between V¢ and Jsc. This structural modifica-
tion significantly enhanced the FF and PCE of resultant OSCs.

A A ep T TR bR
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2. BNEREE
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Different from the linear alkyl chain on Y6-BO,** we first incor-
porated alkoxy branched chains into the molecular backbone
on the Bposition of the thiophene unit to get BTP-20. When
we prepared this manuscript, another research group reported
the same NFA named Y6-O2BO.""] Because the O atom has a
strong electron-donating ability, we further gradually replaced

178% v~

2. Results and Discussion

2.1. Materials Synthesis

deposition method% \
¥ 0 @ ¢

2.2. Optical and Electrochemical Properties
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ized absorption spectra of BTP-20, BTP-O-S, and BTP-2§ in
both solutions and neat films, respectively. In dilute chloro-
form solutions, increasing the sulfur atom content of chal-
cogen containing branched chains causes a distinct red-shift !
in UV-vis—-NIR absorption of three NFAs, which is ascribed i
to the weaker electronegativity and bigger atomic radius of
sulfur. All these NFAs show very similar shapes of absorp-
tion spectra with the main absorption peak (4,.) located
at 701 nm for 20, 712 nm for BTP-0-S, and 724 nm for |
BTP-25, respecig=dy. Iradditionto) the variation of 4, the

olar extinction coefficient (&) values at A,,,,, gradually increase
r BTP-20 to 1.23 x 10° m~! em™!

| _' : = =
e & [ ol geemids
The inTeme BTP-O-§ and BTP-2S is beneficial

for cm|! for BTP-2S, respectively
to acquiring high photocurrent generation. From their dilute
solutions to the thin film states, thrde NFAs exhibit an obvious i
bathochromic absorption profile (=62-94 nm) and raised vibra-
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Meanwhile, the use of any particular induction therapy was recipient characteristics, showed that acute renal failure
not associated with acute renal failure requiring dialysis requiring dialysis after HT was associated with a higher
after HT (antithymocyte globulin: adjusted OR: 0.97, 95% risk®f all-cause mortality (adjusted hazard ratio [aHR]: 5.2,

CI: 0.84-1.12, p = 0.668); interleukin 2 receptor antago-
nists: adjusted OR: 1.05, 95% CI: 0.93-1.20, p = 0.434);
and alemtuzumab (adjusted OR: 0.74, 95% CI: 0.18-3.02,
p=0.672)).

95% CI: 4.7-5.7, p < 0.001, Figure 3). Further, acute renal
failure requiring dialysis after HT was associated with a
higher risk of 30 day mortality (aHR: 7.7, 95% CI: 6.3-9.6,
p <0.001) and 1 year mortality (aHR: 7.5, 95% CI: 6.6-8.6,
p <0.001, Figure 4).

Among those who survived the first year after HT, the
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:d using the prior
odel. Overall, the
vided similar esti-

yruary or Novem-

(F£] %t

cs in rates. 1o address this issue, we analyzed

car AAPC trend estimates, providing a bet-
ter summary for comparison in a longer, more stable time
interval. For all sites considered, including those with
changes in the numbers of segments (ie, female thyroid,
male kidney, and renal pelvis) and segment length (ie, fe-
male kidney and renal pelvis), each site had similar 5-year
and 10-year AAPC values for both submissions, indicating
that the delay-adjusted February submission data provided
valid estimates for age-adjusted cancer incidence trends.
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1B, blockage of TBK1 phosphorylation at STING's Ser366 rescued spo-
radic AAD by preserving aortic architecture,improving survival rate,

L exEE O [

+

Th})ﬂm of H*rt and Lung Transplantation, Vol 41, No 3, March 2022

combination of decreased cardiac output, right
ventricular dysfunction, escalated dose of diuretics, and

©

protection strongly links ER stress-
regulatory axis for cardiac hypertro-
overload-induced cardiac hypertrophy
elf-DNA was found to engage the
ributing to the disease progression.
inactivation attenuated cardiac hy-

nmune inflammatory  cells infil-
iction,and improved survivald .
ytes stimulated by lipopolysaccha-

IRFY cionaline wae frand ta drive

(EAFiEs] &%

reducing incidence and severity for AAD,etc.* 1.

DNA damage and extracellular vesicles containing DNA at the
vascular site could contribute to the promotion of vascular dis-
orders,particularly  atherosclerosis,through calcification,plaque
and thrombus formation progression.Indeed,DNA damage is a
hallmark feature of many vascular diseases and other genetic
vascular degenerative syndromes60.More so.earlier studies have
long suggested and described microbial DNA's appearance in
human atherosclerotic plaque with unclarified pathophysiological
link to the vascular disease developmentl6l,162.However,the
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reated rejection at one year) of acute renal caused by agombination of decreased cardiac output, right
- dialysis after HT using the contemporary ventricular d functlon escalated dose of diuretics, and
latabase. The main findings are as follows. glome S hypertension
48/26,634 HT patients) of the patients who orD of renal dys-
requnred dialysis poqtoperatlvely, and the function, especially betore HI, 1s important in preventing
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Early-life inflammation promotes
depressive symptoms in adolescence i
via microglial engulfment of dendritic spines
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Early-life inflammation increases th@ fsk for depression in later life. H_em_ue_d_e_mg_nﬂmm_hwarly life

inflammation causes adolescent depressive-liKe Symptoms: by altering the long-term neuronal spine engulf-
ment capacity of microglia. For mice exposed to lipopolysaccharide (LPS)-induced inflammation via the Toll-
like receptor 4/NF-xB signaling pathway at postnatal day (P) 14, ongoing longitudinal imaging of the living
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FIGURE 8 | pDCs contribute an antiviral eflect after BLM-induced acute lung injury. Mice were sacrificed 14 days after
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BLM treatment. (A) Analysis of the number of

pDCs in the lung by FACS (@, n = 9; ). n = 7). (B) aPDCA-1 and isotype were administered intraperitoneally (i.p.) to mice following the scheme; mice were then

5e.n

infected with a sub-lethal virus dose intranasally (1.n.). (C) Body weight was monitored for 7 days (@, n

om0

5). Data are expressed as

4Amn

mean +SEM and representative of 2 independent experiments. Results in (A) were analyzed statistically using 1-tests and in (B) using Two-way ANOVA (“p < 0.01

**p < 0.001). ns, not significant
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Bleomycin-Induced Lung Injury
Increases Resistance to Influenza
Virus Infection in a Type | Interferon-
Dependent Manner
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Hyun-Jeong Ko™ and Mi-Na Kweon®*
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= Laboratory of

Acute lung injury (ALI) results in acute respiratory disease that causes fatal respiratory
diseases; however, little is known about the incidence of influenza infection in ALI, Using a
All-mouse model, we investigated the pro-inflammatory cytokine response to ALl and
influenza infection. Mice treated with bleomycin (BLM), which induces ALI, wereé mora
resistant to influenza virus infection and exhibited higher levels of type | interferon (IFN-I)
transcription during the early infection period than that in PBS-treated control mice. BLM-
treated mice aiso exhivited a lower viral burden, reduced pro-inflammatory cytokine
production, and neutrophil levels. In contrast, BLM-treated IFN-I receptor 1 (IFNAR1)-
knockout mice falled to show this attenuated phenotype, indicating that IFN-1 is key to the
antiviral response in ALl-induced mice. The STING/TBK1/IRF3 pathway was found to be
involved in IFN-1 production and the establishment of an antiviral environment in the lung.
The depletion of plasmacytoid dendritic cells (pDCs) reduced the effect of BLM treatment
against influenza virus infection, suggesting that pDCs are the major source of IFN-l and
are crucial for defense against viral infection in BLM-induced lung injury. Overall, this studly
showed that BLM-mediated AL in mice induced the release of double-stranded DNA,
which in tum potentiated IFN-|- dependent pulmonary viral resistance by activating the
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Theranostics 2019, Vol. 9, Issue 5 1280
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Abstract

The most frequent malignancy of the pancreas is the pancreatic ductal adenocarcinoma (PDAC).
Despite many efforts PDAC has still a dismal prognosis. Biomarkers for early disease stage diagnosis
as a prerequisite for a potentially curative treatment are still missing, Novel blood-based markers
may help to overcome this limitation.

Methods: Prior to surgery plasma levels of thrombospondin-2 (THBS2), which was recently
published as a novel biomarker, and CA19-9 from 52 patients with histologically proven PDAC were
determined, circulating cell-free (DNA) was quantfied. 15 patients with side-branch IPMNs
without worrisome features and 32 patients with chronic panu'uud! served for comparison. Logit
(logistic regression) models were used to test the
combinations.

Resules: CA19-9 and THBS2 alone showed comparable c-statistics of 0.80 and 0.73, respectively,
improving to 0.87 when combining these two markers. The c-statistic was further increased to 0.94
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RT and washed three times for 20 min each with 1% acetic acid,
and plaques were counted.

Western Blot
Lung tissue was lysed with protein extraction solution (iNtRON)
containing 1x protease inhibitor cocktail (Sigma) and 1x

| www. x1 jsci. com
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phosphatase inhibitor cocktail (GenDEPOT). The lysates were To test whether BLM-induced lung injury can affect ]
[rlvtr’i‘lugx'-l at 4,000 rpm for 10 min, and the supernatants  susceptibility to viral infection, female B6 mice were treated 60 120 ns 400 CJ PBS +|
were collected. Protein concentrations in the supernatants were  with BLM (1 mg/kg) or PBS and housed for 14 days until their ] ns oo Il BLM +1|
measured using a BCA protein assay kit (ThermoFisher),  body weight returned to normal. Groups of mice were then s . Bl PBS +/
Samples (30 pg) were loaded onto 10% polyacrylamide gels,  infected with sub-lethal doses (1 x 10 PFU) of A/PRS; body ZE‘ 40 =804 z 300 1 ——T
which were electrophoresed at 120 V for 90 min using weight was then monitored daily for 8 days. A/PRS infection E E 2 '
PROTEAN Tetra Cell (Bio-Rad). The proteins were transferred  reduced the mean body weight by approximately 20% in PRS & 2 2
to nitrocellulose membranes using Trans-Blot SD (Bio-Rad) at  treated mice compared with a reduction of less than 5% in BLM o = o 200 4
250 mA for 90 min. The membranes were blocked with 5% (w/v)  treated mice (Figure 1A). To test whether BLM also induced 5 20 4 =z o
skim milk in Ix TBS-T (20 mM Tris base, 150 mM sodium resistance to a lethal dose of A/PRS, mice were infected with 1 x - w 40 o
chloride, and 0.05% Tween-20, pH 7.6) prior o incubation with 10" PFU of A/PRS, and the survival of mice was monitored for 14 100 4
mouse anti-mouse antibody or in 1x THS-T containing 5% BSA  days. BLM treated mice showed a higher survival rate (87.5%)
prior to incubation with rabbit anti-mouse antibody. The than PBS-treated mice (12.5%) (Figure 1B), indicating that BLM
membranes incubated with primary antibodies, including induces resistance to both sub-lethal and lethal doses of A/PRS. 0 0 0-
rabbit anti-STING (#13647, Cell Signaling). rabbit anti-phospho-  A/PRS infection markedly increases the production of pro- i
STING (#85735, Cell Signaling), rabbit anti-TBKI/NAK (#3013,  inflammatory cytokines and cellular infilirates, and 80 300 300 -
Cell Signaling), rabbit anti-phospho-TBKI/NAK (#5483, Cell  consequently results in severe pulmonary inflammation with .
Signaling), rabbit anti-IRF3 (#4302, Cell Signaling), rabbit anti-  cytokine storm (19). To test whether BLM treatment could — ns ns = L]
phospho-IRE3 (#4947, Cell Signaling), and mouse anti-P-actin  reduce A/PRS-mediated pulmonary inflammation, mice treated £ 60 . j o ] .
(sc-47778, Santa Cruz) according to the manufacturer’s  with BLM or PBS were infected with sub-lethal doses of A/PRS, ® E 200 200 4
instructions. The membranes were washed three times for 20 and the concentrations of cytokines and the population of innate & ® =
min each with 1 TBS-T at RT and incubated for 2 h at RT with  immune cells were a = 40 2 g
goat-anti-rabbit-HRP-conjugated antibody, diluted 1:2500 in 1x ¢ o f
TBS-T containing 2.5% BSA, or mouse-anti-mouse-HRP-  were significantly lower in BLM-treated mice than those in PBS 5 = 100 T, 100
conjugated antibody, diluted 1:5000 in 1x TBS-T containing _treated mice following A/PRS infection. There was no significant 20 -
5% skim milk. The nbranes were washed three times for 20 6 (Figure 2A), whereas the level of [L
min each with 1x TBST at RT. Binding was detected using | 12p40 increased in BLM-treated mice than thase in PBS-treated)
chemiluminescent reagents (G-BIOSCIECNE) and captured | mice (Figure 2A). The infiltration of neutrophils in the lung was| 0- 04 0
with PXi gel doc system (Biorad). Arbitrary units were also signihicantly decreased in BLM-treated mice compared with
determined using Image] software (NTH).
Flow Cytometry N
The collected lung immune cells were incubated with anti-CD B). Col D) CJ PBS +1
CD32 (24G2) and in the dark for 30 min at 4°C with various  of mice with BLM atte diated lung 4 ns Hl BLM +|
om of fl t-conjugated antibodics against  inf tion and induces luenza infection g ez — [r——
CDllc (N418), CD11b (M1/70), F4/80 (BM8), Ly6C (HK1.4), in mice. o S
Ly6G (1A8), PDCA1 (HM1.2), CD45 (30-F11), CD3 ( % o3 = 3 R BLM +,
2C11), CD4 (RM4-5), CDS$ (53-6.7), CDI9 (6D5), and NK1.I  BLM Treatment Exerts an Antiviral Effect = - -}
(PK136) (all from BioLegend). DAP1 or 7-ADD were used o Through Type | IFN Receptor Signaling g ';' x
separate live and dead cells. The cells sorted using a FACS  Since BLM treatment increased the expression of IL-12p40, a z z = 2
Verse flow cytometer (BD Bioscience), and the data were subunit of IL-12p70 (20), which activates natural killer (NK) cells 2 2 =]
analyzed with Flowjo version 105.3 software (BD Bioscience)  and cytotoxic CD8® T lymphocytes (21, 22), we then confirmed - s =
(Supplementary Figure 1), that these cells ase assoclated with controlling influenza g g z1
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resuspended in 1 mL RBC lysis buffer (Invitrogen) and incubated - \
for 1 min at room temperature (RT, 20°C). The cells were then i & m)\*ﬁﬁﬂ@ X
washed with PBS before use. BRAXNS | SRR Emhjﬁﬁ
In Vitro Assays
Levels of TNF-a, IFN-y, IL-6, CCL2, IL-12p40 (Thermo Fisher), 47 TIEM L ¥
and CXCLI1 (R&D Systems) were measured using enzyme linked I _
immunoassay (ELISA) kits according to the manufacturer’s m2

instructions. Apoptotic cells in BALF were analyzed using the
Annexin V Apoptosis Detection Kit (Biogems) according to the
manufacturer’s instructions, Double-stranded DNA (dsDNA) in

Gr -MIX (P LT RNA level
BALF was measured using a DNA quantification assay kit3, }ﬁﬂ_—ﬂﬁﬁ SRS SN o, Rorgst mANA et were
(Abcam) according to the manufacturer’s instructions.

the expression ofIFN-stimulated genes (ISGs) such as Mx1

%ﬁ, E_Iﬁ mRNA expression. Primers used for quantitative reverse transc

mRNA Quantification 334 o o

Total mRNA was extracted from the lung using TRIzol i M3

(Invitrogen), and ¢cDNA was synthesized using reverse thet [litrastment of mice with BLM sttenustes flusnzs-med!
transcriptase (Promega) according to the manufacture sted king Inflemmetion

instructions. The ¢cDNA sequences were amplified usin
Green pre-MIX (Promega). Target mRNA
normalized relative to GAPDH mRNA expressfon. Primers "

the expression of IL-12p40, a subunit ofIL-12p70

used for quantitative reverse transcription polymerase chain 4
reaction included those for GAPDH (forward, 5'-CAGCC
TCCAGATCATCAGCA-3', reverse, 5'-TGTGGTCATG are eiiissed as mean £ SEM and representative of 2 independ

ent

AGTCCTTCCA-3"); Ifnad (forward, 5'-TGATGAGCTACTAC

TGGTCAGC-3', reverse, 5'-GATCTCTTAGCACAAGGA

TGGC-3'); and Ifnbl (forward, 5'-CAGCTCCAAGAAAGGAC L L My ——_—
GAAC-3, reverse, 5'-GGCAGTGTAACTCTTCTGCAT-3). All e

primers were synthesized by Macrogen Inc. (Seoul, South Korea). - B —— —_—

xperiment.
Plaque Assay
Whole lungs were removed from each mouse, weighed, and and reliisentative of 2 ndependent exparimant. Staisticel an
homogenized in a 2 mL tube containing PBS and plastic beads. alyses of column
The tissue samples were centrifuged at 12,000 rpm for 5 min, and
the supernatants were collected and stored at -80°C until use. the expression of 1SGs (23). To assess whether
A549 cells were cultured in DMEM (Corning) supplemented
with 1x antibiotic-antimycotic (A/A) reagent (Gibco) and 10% ) dilasion, IFN-) transcription was snalyaad in kung thsues

heat-inactivated fetal bovine serum, were seeded at 1 x 10° cells
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Total Lung Immune Cells Lungs removed from the sacrificed ani

the lung. The depletion of plasmacytoid dendritic ce

induced lung injury. Overall, this study showed that BLM mals were

acute lung injury. pulmonary fiibrosis, influenza virus, plasmacyt Lungs removed from the sacrificed animals were diced using sci
aicd 55015,
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pDCs are the major source of IFN-I and are crucial

and are crucial for defense against viral infection in BLM-induc
d

m

that are triggered by acute lung Frontiers in Immunology
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ARDS are reported to be vulnerable to bacterial complications
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mage) software (NIH). Flow Cytometry The collected lung

3 software (BD Bioscience) (Supplementary Figure

mice compared with a reduction of less than 5% in

mice compared with those in PES-treated mice; however,
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Data are expressed as mean * SEM and representative of 2
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pDCs are the major source of IFN-1 and are crucial

and are crucial for defense against viral infection in BLM-induc

ed

that are triggered by acute lung Frontiers in Immunology
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ARDS are reported to be vulnerable to bacterial complications.
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1 Introduction

The provided literature shows that structural, functional, and developmental
abnormalities are increasingly investioated through integrated clinical, imaging,
physiclogical, genetic, and melecular approaches. Studies in the dataset range
from respiratory insufficiency in amyotrophic lateral sclerosis and pulmonary
function interpretation to multimodal brain imaging, congenital heart disease,
ocular abnormalities, mitachondrial myopathy, and develapmental injury models
[11[2] [3]. This breadth indicates that abnormalities of structure and function
are not isolated phenomena but often emerge across organ systems,

developmental stages, and disease trajectories [4] [5] [6].

1.1 Research Background and Significance

A major reason for reviewing this topic is that functional impairment may appear

before, after, or wit h obvious macroscopic structural darnaga In amyntraphlc
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In silico analysis of histone H3 gene expression
during human brain development

MEGAN REM and STEVE VAN NOCKER*

Pragram in Call and Maleculsr Biology, Michigan State University, MI, USA

ABSTRACT Precise regulation of chromatin structure is essantial for proper developmant of
higher sukaryotes, and methyiation of histone H3 at hsing-27 (H3K2T) by the Polycomb
Reprassive Com-plex 2 (PRCZ) component EZH2 has emerged as sn important and coreanved
mechaniem e ensure slancing of developmentally regulsted genas. Recurrant mutations within
the histons H3 geness HIF3A and HISTIH3E that corvert K27 1o methionine [HIKZTM) and
disngpt the global HIKET methyation landscape and PRC2-dependent silencing, have recenthy
besan kdentified in padiatric high-grade gllomas including Diffusa Intrinsic Ponting Glioma DIPG)
and Gliobdastoma multiforme (G8M; Typs IV gliomal. These findings have panarated rancesad
intarest in the dynamics of histons ganes and thair axpragaion, which have bean difficult 1o study
dua to redundancy and high sequence homology within the HI gene family. In this in silico study,
wa re-eakisted genomic organization of the human H3 gene family and exgressicn of these
genes in the human brain, utilizing public RNA-based sequence datasets for the human genome
and brain davalopment, W Idantihed tran— scriptional activity from at keast 17 protein-encoding
H3 panas in the devaloping brein, comprising at kest 14 canonical [H3.1)-like and 3 ‘replication-
indepandent’ (H3L3)-lke forme, and encoding six distinet H3 jseforms. Tranecripis for H3.3
genes including H3FAA show gradual decrease in abundance associated with dewelopmental
progression, wherpas H3.1 transcripts induding HIST1HIE tend to be strangly downregulated at
an early prenatal stage and remaln essentially slent theraafter. Twalw ganas, Including membears
of bath H3.1 and H3.3 classes, contain a KE7-AAG codon that s mutabla to that for M (ATG),
whereas the remaining contain the altarnativa, AAA codon Tor K at this position. HIF3A is the
arly H33-like gene containing the K27-AAG codon, whereas HISTIHZE & among ten HI1-like
genes containing this codon. This data ndicates that, in the sarly developing human brain,

HIST1HEE constitutes the largest proportion of H2.1 transcripts amang H1 isaforms. Wa sugoast
that tha b s ratien ~f KPR At In HAEYA ralative ta athar HT lerdarme
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Robust Perceptual Image Hashing
Based on Ring Partition and NMF

Abstrac—Ths paper designs an £fciert mage hashing with a ning parition and a norregatve: matx fnciorizaton (NAF Lwhich has
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Efficient Continuous-Time Dynamic Network Flow Algorithms*

L.Fleischert E.Tardos

August 1996
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We extend the discrete-time dymamic flow algorithms presented in [5,19,13,9.10.8]t0
solve the analogous continuous-time [dynamic flow problems.These problems include finding
maximum dynamic flows,quickest flows,universally maximum dynamic flows,lexicographically
maximum dynamic flows,dynamic transshipmen%.and quickest transshipments in networks
with capacities and transit times on the edges.
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Pediatric Nephrology (2025) 40:533-569

group members are provided in Supplementary Table S1.

therapy, kidney failure, inter

reviewed

The external expert panel consisted of 24 experts (22 pedi-  remission or delay in progre () ﬂ B RE R
atric nephrologists representing all IPNA regional societies, =

one pediatric rheumatologist, and one adult nephrologist). Literature search = [rrvjud] n

The core group provided a draft manuscript to the patient XNl

representatives, who reviewed it and provided feedback from  We searched thewisdvied-d 83); ¥ FE; BT (review 89

relevant patient and family associations. The voting panel of
representatives, selected from each IPNA Regional Society
as experts in IgAN and IgAVN in children, was composed
of 16 pediatric nephrologists and 2 pediatric rheumatolo-
gists (who voted on IgAVN only). Voting group representa-
tives provided their level of agreement using electronic sur-
veys which posted the question as per the Delphi method,
and a 5-point scale with the options “strongly disagree,”
“disagree,” “neither agree/disagree,” “agree,” and “strongly
agree” was used. For topics that did not achieve a 70% level
of consensus, the recommendations were then edited by
the core group and voted on again until a consensus level
of > 70% was achieved.

LTS

lished by August 8, 2022. Wi
of randomized controlled tr
IgAN and IgAVN in childre
als, observational studies, b
tion studies, and registry stu
agement of children with Ig
our search to human studies.
were also considered and tr:
possible. Risk ratios (RR)

(CI) were cited from two Co
vating RCTs of interventions
hood IgAVN [23]. The lite)

with relevant articles as thev
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Controlled ovarian hyperstimulati... X
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number of Enl]u]m rlu:m;., IVF/ICSI wreatment.” COH
consists of three basic elements: exogenous gonadotropin
(Gn) w stimulate multi follicular development; cotreat-
ment with a Goereleasing hormone (GnRH) agonist or
antagonist o suppress pituitary function and prevent
premature ovulation: and wiggering of final oocyte
maturation 36 hours=34 houwrs before oocyte retrieval,
Complex endocrine changes oceur while a woman under-
goes ovarian stimulation as part of IVF/1CSI treatment,
I'he primary aims of COH are o create a cohort of devel-
oping follicles and to prevent premature spontanecus
ovulation.”

Poor ovanan response is a challenge encountered by
many clinicians during COH, and PORs usually exhibit
higher FSH levels, lower levels of anti-Mullerian hormone
(AMH) and few oo yies retrieved,
to advanced maternal age and/or poor follicle
or other reasons that could impair the ovarian response
during ovarian stimulation."” PORs usually
undergo multiple repeated cycles, incur high costs and
experience IVF failure.™ ™ Various COH regimens and
interventions have been proposed 1o improve pregnancy
outcomes for patients with POR. Currently, the most
frequently proposed COH protocols include delayed
start GnRH antagonist prnmr(:l,” short GnRH agonist
mild ovarian stimulation protocol,” GnRI
antagonist protocol,’” natural evele long
GnRH agonist protocol,' stop GnRH agonist protocol,™
flare up GnRII .u\uni_kl protocol,” luteal phase ovarian

which are attributed
TESCTVE

Ty
Therefore,

o otocol, "
protocol, -

stimulation punlntnl and  progestin-primed  ovarian
stimulation protocol.”

Ower the last few decades, researchers have proposed
a series of strategies and ovarian stmulation protocols
w improve pregnancy outcomes in patients with POR
during their IVF/ICSI weaunent. However, clinical deci-
sions regarding COH protocols in PORs during IVF/
1CSI wreaunent remain controversial, Traditional pairwise
meta-analysis only allows the direct comparison ol wo
Plir[i,lL':)lﬁ in COH for pal.l.ll'lllh with POR.Z*
many of these COH protocols have not been compared
in randomised controlled wials (RCTs). Without direct
it is difficult 1o identily the most effective COH

" However,

evidence,
protocol for patients with POR. As a useful wol that can
rank the effectiveness of various treatments and subse-
quent guidance for clinical decision making, network
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METHODS
Design

This study will
NMA, and will
Reporting Iten
Protocols, "

Eligibility criteri:
Study types

All RCTs of OO
Non-randomisc
studies will be «

Participants

I'he review will
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Table 1 Available controlled ovarian hyperstimulation protocols used in the netw

COH protocol Abbreviation Description
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Thibault and Kelley,1959)and the relationship marketing literature,where
Jerry and Parasuraman (1991)comment “relationships are built on the
oundation of mutual commitment”(p.139).Commitment implies there are
nutual benefits and that the parties want the relationship to endure and are
yrepared to expend cost and effort in maintaining it (Morgan and Hunt,1994).
n the context of the current study,relationship commitment is conceptualized
is a client believing that an ongoing relationship with his/her adviser is worth
nvesting in to ensure that it endures indefinitely(Moorman et al.,1992).A
:lient is committed to the financial adviser mainly to achieve maximum returns
n their investments.In a committed relationship.clients do not actively seek
»ut alternative advisers and are ready to put maximum personal effort and
nvestment (monetary as well as psychological)into maintaining the current
elationship.lt could be considered akin to Dick and Basu's “true”loyalty(as
listinct to spurious loyalty,i.e.behaviourial repeat purchase is exhibited due to
dtuational factors such ernatives,but attitudinal loyalty is absent
Jick and Basu,1994).

Intecedents g4

[rust has been recogms & a central role n .rtecting relationship

PSR, PR REAIRRE |

B ®SR BRBRE TIZ

:ommitment(Anderson  an Z:Deshpande and Zaltman, I%%93]

vloorman et al,1993;Morgan and Ilum 1994).Trust is often defined as a
eeling or belief on the part of a buyer that a seller will fulfil the promises made
luring an exchange transaction (Schurr and Ozanne,1985).In the trust
iterature it follows that a trusting party is vulnerable to some extent by
‘howing trust in the relationship where outcomes are both uncertain and
mportant to the trusting party (Doney and Cannon,1997:Moorman et al,1992;
schlenker et al,1973).In personal financial planning services,vulnerability
yecurs because many clients do not have the requisite technical knowledge and
Kkills to confidently predict the outcome of their investment decisions and must
herefore trust their financial adviser.Trust establishes the relationship
retween client andadviser. Without developing a reasonable degree of trust in
he adviser the relationship is unlikely to endure.The adviser is the major
:ontact for the client and provides consultation and valuable advice.Clients
1ave no alternative than to trust the adviser because their future gains are
lependent on the performance of that adviser.Thus the degree to which clients
vill be committed to the current adviser depends directly on the extent o
vhich they trust the adviser.Trust is therefore shown as a direct antecedent ini
‘igurel.

Service satisfaction

Satisfaction is the post-purchase evaluation of a service following

consumption experience.lt is thought to possess both cognitive and affective
components(Bitner, 1990;0liver,1980;Oliver and  Swan,1989).Satisfaction,ir
this study,refers to the overall satisfaction cxpd.ncnccd by a client during the
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ithm for IgAVN
Evidence and rationale

Currently, due to the paucity of RCTs with head-to-head com
parisons, there is litthe evidence to guide the choice of treatments
in children with IgAVN. F
addressed relapses of [gAVN. A 2023 Cochrane review summa-

thermore, these studies have not

lata from 11 studies found no evidence that some agents
are more eftective than others in treating kidney involvement of
IgAVN [23], and these studics are described in more detail in
Supplementary Tables

and iterative discussi

nd S8. Based on consensus methods

i voting, the working group has pro-

L1 iR PPT E &R

®

IgAV nephritis in children

opic hematuria or
scopic hematuria
no proteinuria

tor 2 12 menths

4.5.2

HRimA—F (LABIRYANRIEEY) &

Monitor urinalysis in all children with IAV for 2 12 manths

Cansider RASB if UPCR 20 mg/mmol (0.2 mg/mg) after exclusion of
o/ UPCR 100-
(0.20.5 ma/mg) for 2 4 weeks (12 mg/mg) for 2-4 weeks (2 mg/mg) (nephroth
range proteinuria)
. . -
ISKDC | ISKDC I or ISKDC Il and UPCR  ISKDC Il and/or UPCR 2
<
Consider RASE RASE RASE
+ +
Consider PON for 3-6 PDN for 3-6 months
months and consider MPDN pulses
+/- steroid-sporing ogents:  +/- steroid-sparing
MM, Mizoribine, CNI \MMF, Miraribine, CNI

SRR

migin(E)
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- 8—7%| “Aggregate
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sk Token
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" nary Table S5) and
clinical severity, considering the i

BEXRER

benefit profile for indi-

vidual patients
Glucocorticoids: Although glifocorticoids are recom

br children with IgAVN,

Jed as the primary treatment

stepl1: sk

the data to support their use are schree and primarily come

from observational studies [ 159]. Most published trials

mdudu&mpaa' ldﬁﬁ%ﬂr{l@]n -m,pnﬁt{ﬁié} )\,TIJ fh?? E

%

o)

the heterogeneity of the data precludes drawing any defini-

tive conclusions. Some protocols use methylprednisolone

Aggregate evidence quality
Level A

* Intervention: well designed and conducted
trials, meta-analyses on applicable populations

* Diagnosis: independent gold-standard
studies of applicable populations e

Level C

Single or few abservational studies or multiple
studies with inconsistent findings or

major limitations

on. case reports, reasoning rom

Level X
Exceptional situations where validating.
stucies cannot be performed and benefit

LEExT1E 5 # Token

F®

Weak recommendation
fbased on balance of
benefit and harm)

Weak recommendation
(based on low-quality endence)

Mo recommendation may be made
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SIENANNEG events (@ PRospnoryiate S1ALL and S1A 12, which
trigger the formation of ISGF3 containing STAT2, STATI, and
the IRF9 and promate the transcription of IFN-induced genes
(ISGs). Besides, heteromers formed by STAT2 and STATI1 or
[RF9 without phosphorylation alse induce expression of 15Gs
through non-canonical pathways* In our study, we found that
STATL, STATZ, and IRF9 increase after treated with curcumin
in leukemia, but we could not detect the phosphorylation of
STATI1 and STAT?2, indicating that curcumin promoted the
expressions of AIM2, IFl16, and NLRC4 lhrou.gh non-
canonical signal.

GSDMD, which is mainly expressed in the gastrointestinal
tract and skim, is a 53-kDa protein located downstream of the
pyroptotic caspases. ¥ As mentioned previously, GSDMD is an
executioner of pyroptosis, which can be cleaved by pyroptotic
caspases and form the cellular membrane pores. In response to
the stimulation, the GSDMD N-terminal domain can bind to
phosphatidylinositel phesphates of the cell membrane. The
binding could be further enhanced by the interaction of
GSDMD N-terminal domain, phosphatidic acid, and phospha-
tidylserine and resulted in pore formation, cellular osmaotic
pressure change, cell membrane lysis, and pyroptosis. There
are some studies indicating that certain drugs or molecules
could trigger GSDMD-mediated pyroptosis in various types
of cancer.'™'™** In our studies, we analyzed the expression of
GSDMD in different leukemia cells, and we found that
GSDMID expression was not detected in curcumin-insensitive

TR

K562 and HL60 cclls. while it was high in curcumin-
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