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JoXrnal Section Research Article

Abstract
BackgUoXnd: Senomorphics haYe been considered as an effectiYe alternatiYe paradigm of senotherapeXtics to regXlate cellXlar senescenc

b\ inhibiting the deleterioXs effects of senescence-associated secretor\ phenot\pe (SASP) components secreted b\ senescent cells ZithoX

HoZeYer, cXrrent senomorphic drXgs XsXall\ e[hibit loZ selectiYit\ toZards senescent cells and ineYitabl\ caXse XnZanted side effects, high

deYelop innoYatiYe senomorphic strategies for the specific regXlation of cellXlar senescence.

MeWhodV: To address this challenge, here Ze design a noYel class of senomorphics Zith actiYe cell targeting and actiYatable actiYities for se

SASP b\ conjXgating a senescent cell-targeted aptamer Zith a SA-ȕ-gal-actiYated H2S donor. Using senescent BJ cells as a cell model, a s

Zere performed to eYalXate the performance of the engineered senomorphic (Apt-H2SD) for cell-specific regXlation of SASP dXring cellXlar 

ReVXlWV: Apt-H2SD demonstrated specific binding and accXmXlation to senescent cells oYer proliferating cells throXgh the aptamer-mediate

internali]ation, Apt-H2SD Zas efficientl\ actiYated b\ the accXmXlated SA-ȕ-gal in senescent cells, leading to the release of H2S precXrsor 

sXppressing the e[pression of three important SASP factors (IL-6, IL-1ȕ and MMP3) at the mRNA leYel.

ConclXVion: OXr resXlts strongl\ sXpport the potential of Apt-H2SD as a YalXable senomorphic. With rational design of the molecXlar strXct

proYide a general strateg\ to constrXct adYanced senescencetargeted actiYatable senomorphics for precise interYention of cellXlar senesce

diseases.

Ke\ZoUdV: Senescence-associated secretor\ phenot\pe, senomorphics, L1CAM, cellXlar senescence
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Peer reYieZ, thoXgh often critical, is a process that reYieZers and aXthors eqXall\ share and discXss scientific opinions, Zhich promotes the research capabilities of both. The positio

aXthor e[changes time to time.

Peer reYieZ is one of the core procedXre in scholarl\ pXblishing. ReYieZ comments from independent reYieZers call aXthors¶ attention to missed ]one, assist editors to jXdge a pape

make an Xnbiased decision. A high standard peer reYieZ benefits both aXthors and joXrnals.

ManXscripts sXbmitted to Ant joXrnals for pXblications are reYieZed b\ at least tZo independent reYieZers. Single-blinded peer reYieZ is adopted in oXr editorial process, so that the 

are not disclosed to aXthors.

To maintain an efficient and effectiYe peer reYieZ as Zell as a flXent editorial serYice, Ze ZoXld appreciate reYieZers taking a feZ minXtes to read the folloZing gXidelines.

EWhical GXidelineV foU ReYieZeUV

We strictl\ adhere to the criteria specified b\ COPE, OASPA, WAME and DOAJ for an ethical scholarl\ pXblishing Zith ma[imXm transparenc\. Therefore, Ze hope that reYieZers Z

commitment ZoXld also folloZ the ethical reqXirements:

ƒ Declare conflicts of interest before starting to reYieZ;

ƒ If not aYailable, decline an inYitation in a timel\ fashion, and if possible, recommend alternatiYe reYieZers at the same time;

ƒ If haYing accepted an inYitation, finish the reYieZ and sXbmit the report Zithin the e[pected timeframe;

ƒ Prepare reYieZ report in depth, detailing both their oYerall impression of the manXscript and specific comments aboXt certain parts of the manXscript;

ƒ Report an\ sXspected miscondXct to the editors for fXrther inYestigation;

ƒ Keep the assigned manXscripts in confidential;

ƒ Sign both names if a colleagXe Zas inYited to complete the reYieZ together.

We recommend reYieZers to refer to COPE Ethical GXidelines for Peer ReYieZers Zhen reYieZing manXscripts that sXbmitted to Ant joXrnals.

EYalXaWion GXidelineV foU ReYieZeUV

For a s\stematical peer reYieZ, reYieZers are asked to fill in an online reYieZ report form, Zhich coYers the folloZing important points that need to be eYalXated Zhile reYieZing a ma

OUiginaliW\ and NoYelW\. The resXlts reported in the manXscript mXst be original Zork of the aXthors ZithoXt an\ plagiarism or fabrication. An\ part of the manXscript shoXld not be p

elseZhere. The noYelt\ of the manXscript shoXld also be considered. ManXscripts indicating neZ insight, method or findings are preferred.

InWeUeVWV and Significance. The Zork shoXld be of interest to a certain readership of the joXrnal, benefit some research commXnities and proYide an adYance in cXrrent knoZledge

ScienWific SoXndneVV. The stXd\ shoXld be designed correctl\. E[periments and anal\sis shoXld folloZ the recogni]ed technical standards. The conclXsion of the stXd\ mXst be sX

logical and reasonable eYidence and data. The methods, tools, softZare, and reagents Xsed in the manXscripts shoXld be described in details so that the resXlt of the stXd\ can be r

articles shoXld not be accepted.

ReVeaUch EWhicV. The research inYolYing hXman, animal, cell lines or plant sXbjects shoXld be designed and condXcted in an ethicall\ acceptable manner. An\ Zork fails to compl\ 

Ethics GXidelines shoXld be rejected.

QXalit\ of LangXage. The manXscript shoXld be Zritten in English clearl\ and precisel\, free from spelling and grammatical errors and other lingXistic inconsistencies. If needed, aXth

to Xse professional English editing serYice before acceptance.

After eYalXating a manXscript in details, reYieZers are asked to proYide an oYerall recommendation to editors:

AccepW SXbmiVVion: If the manXscript is presented clearl\ and accXratel\; the method is described sXfficientl\ in details; the conclXsion is sXpported strongl\ b\ the data; the resea

contribXtion to the field; and there is feZ grammatical mistakes or inaccXrate e[pression.

ReYisions ReqXired: If the manXscript is scientificall\ soXnd and acceptable bXt needs a nXmber of simple corrections on e[pression, sXpplement on details, Zhich does not inflXenc

conclXsion logic compared to cXrrent form. ReYieZers shoXld proYide specific comments and sXggestions item b\ item.

ReVXbmiW foU ReYieZ: If the theme of the stXd\ coXld be important and constrXctiYe to the field bXt it needs to be re-eYalXated and jXstified after missed details or e[planations are 

are encoXraged to separatel\ proYide specific comments on the ke\ reYisions besides other minor ones. UsXall\ a manXscript after major reYisions Zill be sent back to the reYieZers

Xnless the reYieZer is not aYailable for another reYieZ.

Decline SXbmiVVion: If the manXscript contains an\ confirmed miscondXcts, methodological floZ, or has no original contribXtion. If there is an\ sXspected miscondXcts, Ze ZoXld a

reYieZers raise the issXe directl\ to the handling editor for a sooner inYestigation.

ReYieZers are Zelcome to proYide feedback after reYieZ. Please note, editors make decisions on manXscripts after carefXl consideration of all reYieZers¶ comments. Editors can ma

conflicts Zith reYieZers¶ sXggestions. In this case, editors Zill proYide jXstification to reYieZers and aXthors.

RecogniWion on ReYieZ WoUk

Once a paper is pXblished, reYieZers Zill be informed of the pXblication throXgh an acknoZledgement email. Simpl\ forZard that email to reYieZs@pXblons.com, reYieZers can get 

reYieZ Zork from PXblons (http://home.pXblons.com/). We strongl\ encoXrage oXr reYieZers to create a PXblons profile and add their reYieZ Zork on PXblons. 
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