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RESPONSE TO REVIEWER’S COMMENT

REVIEWER #1

? ssour sousnias  peseaceoncs A IELLLE Q v FRoNTIERS

Hissary Editor Reviewer 1 uw_leff:lvr AIRA Quatity

Heviewer 1
Independent review report submitiad: 14 Nay 2026
Ineractive review activeteds 29 May 1026

Raview finalized: 11 Jun 2026

Initial recommetdation Lo se Editor: Major revision it reauired
| EvaLUATION |

o - — inclufing
the methads, results, and data.
interpretation. W you have additional comments based on (32 andd 43 you can ack] them as wedl.

B Reviewor 11 14 bay 2026 | 12614 o
Do Auoes,

Thank: e for the caportunity 1o reiew your mamrcript entitied The Appeopriatens of Intil Intravenous Emmpirlcal
sativlotic Comsuenption Guited by Dégital Antimerciial Stewarfsip Tool: A Correlation with the Usage of Antiatics fram
the Arcass and Watch Growps in Ton Indanetan Horprals,”

This manuscript addreste a0 Impartant and Hrasly fssae: the e of a digtal antimicrobial stowardship toal to guide
ampiical ntraverus: a0tibiotic pesserfbing and it scosiation with antibiatc canmotion pattarms, The mudticentar
Rt o the sy, tho facus on WHO AWiaRa caregories, and the e of 0D & 1 aniblork utilzation fndleater are
valuatte. The tonic has patertial navelty, particutarly In the indeaesian hespital setting, whore evidenoe an digital
antiricrobial stewardshin Implomenttian rerains Limited, Homever, several major mathadoiogical and reporting e,
nead o be ackdrassed before the ronclisiont can be fully mipparted.

Major camment
I YM:M,M[MWHN(W,&HME
T manuacrips should explicily scate that this & a resraspactive, multicenter, ecological/correlatian sty using

foved data. At present, dy design Is nat wfficlently clear, and the manuserins sametimes
Bive the Amprossien that pariant eved effectivenss x being assemed. Since the main coevelations apponr 20 be based on
manthiy aggregate data, the conclusions shatid b framed at the aggregate level and rat 3 evidence of indivicual
patient level areseribing effectiveness.
2. The chsective and hyperhests shoul B stated mee chearty.
The Intsoduction provider useful background on antimiceobial stewasdship, AWaRe rixsification, and the o RASPRO taol,
bt the specific abjective ks not suffisiently concise, The authors shouid ciearly state whether the primary objective vas

15 axaming the EATELATon betenn AROMEAALEras of it ampirical [¥ sntiblotie proscribing and the manthiy DGD of
Aetens and Watch antibiori added, foe o ompirial
rescribing wevdd be asociated it icressed s ibiotic use.

3. Incluston and exclusion critorta are inssffclontly described,

@ oo soumns meecironcs o [Tl @ My FROTIERS u

T inlton s el et e s ARcietly deserbed
The Methods should clearly define the sligible population and arescriptions. Pleass specify whether adults snd children
rere bothinclued, whesier 1 potiens vier incladed, whesher ony npatiens presriptions were sy, ard how

repested sdmis 2d preseriptiors. and e

handleg. It showld clear whether oral antibiotics, g i and infectians
sedected i

4. The DDD methodslogy needs adbsantial clari

The manusscript reparts “mean D0D," but it is pot clear whether . 00/

bed-days, DOD/1 Tisise e The
the enact formuila, denaminator, dista source, 2nd WHE ATC/DDD version us=d. Withaut this information, the DO results
canciot be irterprated or compared ratisbly.

5. There is 2 mimmatch between the sxposure and sutcoms varisbles.

The variable empirical o infections, while the DO autcame
sntibiotss the bospitals. 3

definitive therapy, therepy, ibiotic courses, the chusried correlations may rot

specifically reflact the i peescribing, The authars should clariy this and, if possible, conduct

fimited to shase.
& The unit of analysis and sample size shauld be reported more transparently.

Aithough the manuszriot reparts 20,907 prescriptions, the correlation anslyses sppear o be based an 12 monthly
‘cbservations. This distinction i crtical. The authars should cisarly state the number of observations ased in esch
cermelation snalysis, exnecislly in tables whare seee months have missing spareoristerass values

7. The statistical may
The suthars should specify whether Rearson or Spearman comelation was wed nd whether amumptions were checked
Nonthly d srend . Sircs bath a

5 e el ey st i sl e ek e Gl i o
series msthads, mined-effects models, sepmented rezression,

Tabies 35 inciude o correction for
il comariond s i, Sl ki e e A e e g el oy e e
acjustrment

3. otitit cofeumin factorsare ok controled
The Discussion mentions possible confounders, such s patient volume, risk-stratification distribution, infection case mix,
tool uptaie, physician compliance, and infectians outside the four major categories. These factars are not included in the.
araiysi. The st for  sofien

10. The Resuits section should avoid eotzzl intrpestation.

The study demansirates corelation, nat causation. Statsments suggesting that the digital ASP tool “sffecied,”

“influsnced, or aused” changes in DOD should be revised. The suthars should use more cautious langusge uch o: v
meznciated with” or “zorrelstad with.”

" with recent and dinectly

Tre Discussion acludes some 2 it sheuis presen:

recammend adding the following three references:

R e ol - JICY s IRONTIERS

anlysis. The suthors shoukd adiust for by confounders where pessible or substantially soflen the interpestation.
10, The Hesults section shoutd aveid causal interpretation,

The study demonstrates corretation, ot causation, Statements s that the digital ASP tool “affected,”

infhuenced,” or “Catsed charees in 000 should be revised. The sulhors shobld use more Cotious (anguie such a3 “wiss
associated with” or cereelated with,

1. The Discussion should be strengthened with recent and diréclly relevant lterature.,

Fhe Discussion includes some recent references, bt it should maee clearly campare the present findings with secent
Studies on Aafis-based wntibiotic moaltoring, DD methodo -l
recammend adding U folluwing three references:

- Naser M8, Effatoansh M, Gholamieshed 1, et al, Artibiatic prescription orevstence i ranisn outoatienls: & focus on
defined daily duses and the MWale classificetian sysbem. American Jourmal of Infection Control. 2024;54:135%-1365, D0k
10,101/, afic, 2024,07,007,

Thi st i besne 0 a1t U0 A e s st st revcbion &
At e st £ f i

‘Ausocloian Betueeh Besk T Alerts b Elsctronic heserlbing Syteshs nd
Potentially Inapropriate Freseriing Among Older Adults. Journai of Lhe American Gerlatr
1

101111/ hes 03T,

T s ke i el st E0 st o arom s 1

dectronic sytem

This bela i & more

Selanced iscussion o cinklan satonory diet etee, a0 sistsnabil
+arabi 55, Semeiani F, Aminzade 1, et al. Prevalence, predictors, and clinicsl relevance of drug drug interactions in
outpatient prescribing: A national crose-sectional study. PLoS One. 200621 (4):e034507%. DOk

1013 journal pone 045076,

This article is useful for

\ desien, smal nunber of lack of
fesistance outeories, o sssessment of mortality or leagth of stay, o
bias due to the toul in ielear

00D derminator, and mustiole-testin
15, Tables a0 Figures reguire revision
ables 1 and 2 should defie whether vlues in paresteses are S0, E, o anokher messure, Tabies 3-8 shonld incuce
confiderce intervals for ickets, Table 4 has i vals, which should be
enplined. Figures 1-4 are mairly sereenshots and should be imoroved for ciarity The figure numbering snd captions
shauid be checked carelully (0 ersure consistency betweer the main text and appended figore fles

Hitr sommments

1. The whstract s 1o fong and contains Loo many mumerical details, It should be shovieoed and should clearly stat the




P sour soumis semscironcs e - Q wermonirss I}

1. The absizact & tog long and eontsins too many numerical details, It should be shortened and should clearty stale the

study desien.

2. The phrase “artiblotic consumption’ s used frequsntly, bul in sooe parts “sntibiotlc prescribing’ or “stibiotic uss”

would be more sccirate.

3.The s can be prescritied “without any prescription” is confusing, The authors likely
e “without, pre-authorization.” Plesse revie.

4. Please standardize Lerminology toughout the msauscript; Delined Daily Dose, *DDD." Akafte,” Type VNN ik

stratification;” ard “third-generstion cephalasporins.”

5. “Witrabiliary” ard “itra-billary” are used inconsistently, Please use one Lerm eonsienily.

. Seversl grarmvnatical and stllstc lsues e comraction by a schentific English editor. Examples include "ste oflea

critaria, and statistical methads shoud be expanded.
B The ethical. that ro patieat dsts

evalved, but the study. i

i it coptmac e A vl ol

3 Jarnary and issing in Table 4 and
hamed statisticalty
. Th versianis:
ot ecolccal ansyiis, g dateness of nital empirical ¥ antbiotic
preseribia was sssocisted with bigher 1 periciln DUD ore Lowes thid-erertion ceplsiossonia C00. These findings are

£, Cormessanding Aathor: Faretd nvants Natacidisia | 08 Jun 2035 | 14550 -

Major comments
i vmw,«m shouid be clearly defined.

The icitly state that this multicenter, 2 wing
P date. ML prasent, it oot o the rnmscrio
sarvetings pives Une imoression Ut patient-level effuctineness & being aisessed, Since Ure mabi correlativns sppeer
b be Lased an manthly agerepate data, the corclusiors shoutd be ramed al Lhe sgpegate level and rot a3 evidence
of Individusl patient-tevel preseribing effectieness.

Resparso ¢

Thank pou for your very thorough fesdback from the pesr reviewers. To carmect this, we have added the folimwing
Iangunge te the Abstract - Metheds snd Resesrch Methads saction, peint 2.3: This study vas . multi-center.
retrespective, omeliational study using sgRregst monthly hespits] ntibiotic prescriptin dsts.

The objective ard hypothesis should b tlated more clearty,

L ——

J—1

2. The sbective and hypathasis shaudd be rrated mare toarly.
" anth

micrabial iy AR clssifization,
taal, but the specific cjective & nat 3 the primary
chjectivn the cormelation between a9 emnpirical IV antibiotic prescribing and the
eebly 000 of oo a0 Wakch awitocs Ackvwm\nmﬂd Atse be acided, for mampie: highor

Accass antiblaric e and decreasd Watch
antiblatic ue.
Fespanse

Thaeh vou for o very. .ym \r.v\d To Imrave Ui, 48 the £nd of umnmmm o e sl This sty s
tosee empiricat antibiotic
eomumption bsed o1 e seabies kst Digital ASP e RASPRO et o e Fur Major bfections (nirs

bilisry Infection, Breumanis, Urinary o, Soft Ti Intravenons
Avtitctic from e Acces aex! Watch Cotegories in 2074 oL 10 Hosptal. Hyvuﬂleﬂwﬂy, i exgwcted et are wil
e 0 increase i Lhe e of antiiotcs and H there

5 high appropriateness of empirical prescribing of Initial Intravenous Empirical lnl!McLb i Four Majer Infections.

3. Iclusian and exchusion erlteri are Iraiffciently described.
The Methads should clearty dofine the eligibis pepulation 50 prescriptions. Plesse spocify whethar 3dults and childean
e bath fnclused, whathar (1) pationts were includsd, whether only npationt proseriptions were avalyred, and now
ropestad prescriptk and dupilcat entries were
bk s b mdecls i ool it prophyiactic anfiotics, definitive Eheragy, and
four seiected amalycie

Fespanse
Thank you for ot insightful inps, To mpsove i, i the Vethids section of Piot 2.2 i the opening paregrashy we
nitial int irical antiboties for sl patients (both aduits
et ) o Yo o ool et sl e s the. 80 ard opctivesof i i
subssquert h definitive o e ot

Lshen inn account.

4. The 00D methodalagy needs sibstantial clarificatian.

e manuscript reports “mean DDD, but It I not clear whether this represerts total DOD, DDD/ 100 pationt-days,
BODF100 bic-days, D00 1,000 patians days, ar ancther matric, This & a majar methedolagical fssue. The sithors
shaudd previde the exact formla, denominstar, data saurce, and WHO ATC /DD verslon used. Withou thiz
Infarmatian, the DOD results cannot be interproted or camgared reliably.

Fespanse

Thacth yout Fa Wi ey iemortant gt Fo s this, i e Method sectian of Point 2.2, i seil maiber
it M, DL i . Ao s Flrbin st Thos v DO bt 1 b e I 100 sttt

@ o coumms mesmcnTomcs  anmeies Q oy moTERS

4. The DOD methodology needs sibstantial clarficatian.
The mamscript reports ‘mean 00D, mnumzlﬂlmmmnmmmmn 'DDD 100 patient-days,
DD/ 100 bed-days, DODI | e, This fs 3 major s, The suthors
v et et e, demieston, de e, WHO AT verses o, Wihrd U
nformation, the DD results cannot be interpreted ar compared relisby.

Response -

Thank you for this very important sapai. To improwe this, in the Nethd sectian af Paing 7.7, in polnt mumber
regarding Mean D00, we have & sertence: s
whch fn this manuscript wil be referred to s DOD,

5. Thers is & mizmatch betwmen the exporurs and cutzams varisbles.

s limited antibiatics infectiars, while the D00
ouceme s the haspitats. f DDD .
cometations mvmm:dlyuﬂmlhr:ﬁeckofmnmn prsscibin. The: suthors shosicl clarify s and
# possivie, wous hase.

Response ©

Thasik you for the eicelient foedback provide by the pees reviewers, We agree that the dopendent variable i this
mareiscrigt {D00) could sill be influenced by othex factors, such as the prescription af furthes, definitive antibiatics,
which Howewas, the o
value we proposed can lmlr:m b evient 1o wich thes resls are du t chaace. Tha o maor dfecton stes

10 hospitals, which the may s.
Ao o anar tctors ik 1 8 prescriion of Ao, e ancots. Tharetore we ot S
that , ey, studies are neaded
that actars, sach as the preseri rthr, el a defiite antotis, and
the prescription 2 the four maj I

8. The unit of analysis and sample size shauld be reoorted mere transparently.

Alibowg the manuscrip reparts 20,307 prescriptions, the corrlation snalyses sppear o be based cn 12 manthly
cbservations. This dittinction s critical. The numaer i each
cormelation analyss, especially i tables where some manths have missing approprinteness values.

Response =

Thaak you for your feedback. Qur u 3 luded moathly data and
the PUMBer of units analyzed, ensuring transparency.

7. The statistical aralysis & underreported and may be insifficient.
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1. The satistical anslysis s underreoarted and may be nsufficient.
T Pearson o was used amd wheether assumptions were checked,
Skl ks e it b i p

8 direct association, Corsider wing
m-;mm@ ixed-eflects models, segmented regression, o st minimum sensitivity snalyses using delrended
data.

Rospanse =

gt Th was thata
Ay eakniess lies i

independent, as Fes s Hiowvever, to recize the possbility of
mmﬁka-ﬂs-nilmmhmmwehwedddwmwmurdﬂmﬁdrd:vemkoiii(\m.
detrended o calcuations in Tables T and 4, which we
sections. Mesmabile, in Tebles 15, e a

8. Matiole testing should be sédressed.
!.m A el it ol e oy antibiotic classes, infection Lypes, and risk grougs. Mo correction

et s nay . e statistically sgnificant
iﬂnlﬂjmlmﬂl The adjusk for mltiple clearly deseribe e arslyses o
exploratony,
Rosponse :

Thanks for your ingut. We vl emphesize that i anslyss i
This visy, resders of the journal vl alzo b mirare of the exploratory nature of our natyss

e sdd rote : No adjustment fox multiple comparisons was agplied. All ansiyses are exploratory in Tabel 1.5,

9. Patential confouning factors ane nof contrefied.

: . ik Infection cae
i, 190l iptake, 4 infec major categees, o
nclused in the anaysis. The adjust far bey pascible v
interarstation.

Fesparse -

Thank you for your reminde, Given the dat
Uhal it s very difficult to pwlam warious confounding reductions. This b&z to the administrative requirements ol the
Tospital that we must Therefore, in the i wee atbiempt to relax the
Ierbetain s e rnder thet L s hs o contoled for o confcunder uch s the s of
R i S Wl ol e e s

Theretore, o show To understand further the causal relatioashio,

T, rsders o the ol will sles be e of Lve enplratony patiee of out anslysic.

it agd nate. for muitipde appied. Tabol 35

3. Patarsinl canfounding factors are nat cantralled.

The confaundecs, such 3 distributian, infection case
i, took upeabe - fer eategorizs. not
includad in the aralysis, The i safter the
interpestatian.

Besporme :

Mmoo s G ol Bk o s Famrb e et
chat I s very diFficule

hasaltal that we must comply with data, n.um,l.. ret 1o relax the
interpeetation a5 the pumber of
patients, nfection. ease mé

Therefare, o shaw a cl ity certand urper the caunal relatindip,
resarc i mare comprehersive methods ard v a arge sample soe s nevded.

10. mmnm;w;mmhm“um
The i the digital ASP ool “affected.”
“influenced,” wmenn..slnunumubem ‘The suthors should use moee cautious lenguage such a2
“urns meznclated vt or correlated with.”

Respurse ;

Tk you fr your very enligitenie satemerd. e, e, 1 hors, irangly agee At s ey does nc yot
describe  causal relationshiz. Theefore, in the reults section, we use the word "comelation, not “influence,” ar
“caure.” Likewice, n the canclusian section, there b one word Tnfluenca, which we changed to “cormelats with,”

11. The Discussion should b serengthaned with recent and directly relevant lierature.
The it

tudies cn Auaie-based antibiotsc monitoring, DOD methasology, and electranic prescrining/ CDSS fntervensiors. |
recommend adding the fallowing thres references:

Hasehi Wi, Cifatgansh 1. etal. Aatibiotic
daily doses and the Aafe classification system. American Journsl of Infection Cantrol. 202452:1350-1365.
ml-mmw fic 2024.07.007,
relvant becaie it ok
rescribing. It reported that moee than 635 : with
, stricter quideines, and
This Metheds, and Discussion by Sroviding a
Fesparse :
Thank you for thes, ot yet

der.-be  causal relationbio. Therefore, i the mu section, v use the word comelation,” not “influence,” or
.” Ukewive, in the conclusion section, theve is one word ‘influence,” which we chaned bo “correlate with.”

" e and diectly 5
bt it should
mohioing and electronic |
recommend ading the followdeg theve refevences:
« Nasehi W, Effatpanah M, ot al, Antiblotic in
nd the . American Journal 2024;52:1359 1265

DOl 10.1016/1.34ic.2024.07.007.
This y

prescribing. more than 635 of
eibiotic, i
feoring. This - Method:
DDD/ AR i e
 Aminzade 7, Mehvizi %, Miran S, et al. Reat Ten =l
it Jourmal of 7025. 00
10,1711 /3570379,
This (evant ta the digtal heal 085 e time, non

intermuptive electronic prescribing slevt system and

mpiciestaton. T ifaresc Youkl i e o msmc m m ‘of-care dacision aupport Intervention and vioud

allowa

+ Aarabi S5, Seranani €, Aminzade T, ot al. Prevalence.. pn-mm e clinkca elevance o i G Wikrackions
Anatioaal 00k

study oS
10.! |37| 1 joumal.poce. ¢ Mh.
s for o
‘platforms. it repor ‘burden of i et nd
e prescrbing, COSS, . and palicy
‘would be useful Discussie of digital ASP
tocts:
Reroorae :
Thank you for your ions and input, However,
(|)-N.Ihw¢\ i diﬂ«n((ve\nem tient
ient setting, we use DOD / i i et ol uses DOD /
however input, we have from the arti
nﬁudu:llvns«lm For (ZJHN“LK\EWNMMlﬂﬂdmmmwm-ﬁ"mmm.mmn
Lick and does not. di while our

marmeriol sonhi i nhibinde initiatinn via dieital b, < it i oemdsat iftiesd for cxr

oo BB}
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$ o oumas s s a

aliow & e belsrced Gaclsson of ChiacIan BUtoRaY, Al FRRUS, 41 SISy
arabi 5, Semrani T Al 7, =t oL, Prevalesce, oredictors, snd ciical relevares o dru. g sterscdons i
sbing: A notional ol study. PLoS One. ook

10,1371 Fjoumal. pore OMS075,
s F ing and D55
siatforms. I regoried a substantia bunden of aotentil s i

of e-preseris, €IS, review, and policy inkervensions, This refersoce
ok be et . Dis and Li e ital 25
toois.
fissgonse ¢
Thans:you or your very useful

o, Homever, from
(1), itheasgh the DO settings and banchmaske are somavshar cifferent (e 1 a1 fnpatient setting, wile asehf ot
L wses ...wm,.r-‘m.,_wwnm: 100 paient days, whi Nl et ol uses DOD ¢ $000 ihieirants per d3y),
howeser, peer rpvdewrr input, articke from Hasehi ot al, in the
{trchcoseclan. Fer {3} U stc by A £ o s spear s e & iffrant ttng, becekse
articie cavers prezcribing in geviatric patients and does nat dkcus antiolotic prescribing spectfically, whfie ol

p i digital tooks, 5 It 1 somenhat iffcult for aur
‘witngtoar to mabe  fcer comparison between ur marusciot and this artice, 3) The article by Anabd 55 ot a,
highlights Dirsg g Inteesctions (D055 In cutpatients,
by €055, Howeves, we aleo found It someshat difficait ¢ ©RASPAD,
s bsed o the eiation of otrevenie lblock prescribing o osplalond paiens. b our eplon, the e of
th sy are somehat difcult 1o ue 3% 3 comaarisan I exr manuseriot, concidering the diferences i the study
scope. Background, and research objetives.

14 The limitations section iz incamelete.

Thve authors should sdd several imgostan limitations: ecolagical esign, wmall mumber of monthly dbssrvations, lack of

patient-level utzames, lack of microbialegical and resistance culcomes, 1 sssssament of martaiity or length of stay,
bins E s of the tool in the second semester,

unzless DDD denominator, 8nd mudtiple- testing risk.
Response :

Thnicyou for your axcedlent nput. The sca of this sty did not include patient ovscomes fellowing antibioric
trestman, frelding length of sty and rartality, miceobiological patterns, ard resTtanes, In secerdancs with the
paer reviener' Inpus, v sl eupiained in the concluston that e have changed the wore nflunnea” b crreate,
and s study does rat andeffect rolationship or iple-tosting risk
Heanntile, oen . that the D03 we camvey he 1100 ptient days.

15 Tables and figures nequire revisicn.
Tables | and I shoukd define whethe valuss in pacenthesss are S0, ST. or ancther messure, Tables 1-5 shouid include

able 4 has missing v ;. which should be
Thank pou for ot The scope. faliowing antibiotic
remtment, irclusin et of st 0 merealiy, i i n e the.

nput, we slso sxplained the word “inflosnce’” to "correlaze,”
and this i Fisk.
Mesnutile, ve o0 . t

15, Tabies and figures require revision.
Tables | are 2 should define whether velues i pareniheses are 50, &, o another messare, Tables 35 should incude
values, which shoukd be
ptained. Figues 14 ars maiily scrssratiots aod should be »mw-eu Jor ity The e s sl caions
Should be

Sesqomse
Thank you far gt For table 1 2nd table Zwe.
mwmamw:mluwhﬂ:uumim—dwﬂrﬁmn i table 315 we have acded the 35% Cl of the
of Table 4, ez dats for v e to
sorting, whi u.mu-mnmcm usiude
data . We Whand 44} confusian fac the resder. Far figures
114 v have increased the image resclution an hopefuly it wdll be clearer.
S —
1, The abstract is too leeg and conksi 1 should be.
Study desizn.
Aosgane ¢
Thank you far your ingut. Yez, design, which e sullined in
i P the full mamuseript, as directad by the reviewer:

2. The phease "antibiotic conumption” i used Irequertly, but in some pasts “antibiotic prescribing’ or “antibiotic use™
ould be more sccurate,

Besporee
e have corrected it secording b the reviewers nout.

3. The sentence stating thal Access antibitics can be prescribed "without amy prescriptian” s confusing. The suthers
ety mean *without ore-suthorization,” Plesse revise.

Sespama +

Thank you far your very thoroush insight. There is a writing srar here, what we mean heve is ithout pricc
sutharization and we have changed it 2o cur manuscrist

e hawe corrected it sccording to bhe reviewers inut

3 g that Access “withoul any prescription” i confusing. The authors
ikely mesn *without pre-autharization.” Flease revise.

Fesporse :

“Thank yau far your very tharough insight. There is 3 writing emar here, what we meen here is witheut prior
e harve changed it 50 Gur manuscrist

“Detined Daity Dose,” DOD,* “Aafe, “Type WL/ cisk

stratification," and "third geveration cephalesporins.”

Rosparrie
Thank yau far our input. Regarding 00O, Types 1,1, and H, and, all of e,

i RASPRO in this exslained in the
Methods section. Tar of couse, what i mesnt i sll cephaizporin

s used i hospitals, and in thfs seudy, we colculated this in ok, a5 the case for otner closses of ansbiotics.

“intrabiliasy” and Sntra-bitiary" incarsis i

Fosparne

Thiank you, we have fined it

4. Sevnal tical el conmectian by Exarmphes inciuds ‘ars often
become,”“may have ot been determined,’ sd has indeed had 5 correlation.”

Sespacun s
Thank you for your very detaled input_ s, we have changed ‘are often become” ta "are aften overlooked,*“may have.
ak been determined” to "has yet o be determined,” and Tias indeed hac a correlation” to “carelsted.”

7, Tht Mt section cortaica s g deseriotion of Uve digital Lool workfiow but Lacks essential sviderioiogical snd
Sttitical Setails, The tool description could be shortened, hile the data extraction, derminstor definitions,
inclusion eriteris, s statistical methods should be exparded.

Hesparse

Thank our inp. W incens ion of this tool 1o provide
it use, Ve oresent L 2
- i the bich better methodolosl. Ve have sl added

pa—— ]

oo [

moosormens [
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7. The dathods section contains a long description of the digital tool workdfiow but lacks exsential epidemiolagicat and
statistical dotalls, The taal description couid be shartened, while the data xtraction, devominator definitions,
inclusion criteria, and statistical moshods sheuld be expanded.

Resgarse:
Thak yon fo your input. . fption of this tool to .
comprehersive averview of I e, We presert eph dats excerpts in

tion, mhich better Ve v alss added

rismarch desigs and inclision eriteria Lo e rethods section, uider oaint 1.2 In the fist paragsaoh.

3 The sl satiu st s it o ware favetrd, it sh sk asts ot proscrpln .
ted bafora analysis.

Repare

Thank pou. That's right, when extracting data from Ui device, patient names wese onitted.

. Piease: repart confidence intervals far the main carrolatien coefficients.
Resoorse :

Thak you far vour fopat, far th

10, Pinase expialn why Sanuary and Nasch apprapriatencss values are miscing in Table 4 and how these missing values
mere handled statisticaily.

Respome 1
The missirg data i due 1o fssaes i those month, s vatie, and

therefare, we have not included i, In the son of Table 4, January and Masrch
s e issues durlng Gata srting, och of daka purity, Thretore, it was decided

L exclude data for those mantie. Homerer, the anslysis used is based on the real data. Missing data i rat included in
the anslysis.

1 i
I this ratrospective muticantar scalogical aniysh, higher manthi; otk
prescribing was associated with higher IV peiciiin DOD ani lewer third generation cephalosporin 088, Thess findings
2rc explaratory aad requine confirmation in patient teved, controsled studles,”

Fesparme ¢

e . However, Uhe resl data, Missing dat is ot inelided 71
e anabysic.

1, The canclusian should be mans caurlears. A possibie sevisnd version i
I this etrespective multicenter ecological analysis, higher monthiy appeopriateness of initial empirical IV antibictic

Assoctated with higher IV penkcitin DDD and tower eophaiapora DOD. These findings
e exploratoey and patient lesel, .
Resganse -
Thart you, it e irstrctiors, that in ths
marusciot, o be an st
f—
Review supperting File - 1188018
B Reviewer | |09 Jun 2026 | 15:25 n
Dear dathars,
Thank yeu fo the revised sédressing many of the previeus comments,
subaransialy, and st i reslved. Hoveres, P ——
endorsement.
incluing the esact foruda, rumerator
Serninato, seurce of ostient-d e D00 version
t e . perticutarty KU pat b
repested sdmissions or duplicste handled, stk 5
- sayses fors., ot Idvical
andd report the exact ly e 5, expecially where
mising dota cecurred,
Please further emphasize in the: that broader
e, inchuting bieauent cons i the for
groups. This nweans. the (ndings should remain explocatory and hon-caussl.
Please clarity whether ol patient-level identiliers whether de-
et belore sgresation and snabris
o esumcialy Defied Daly Dose," ‘Aflabe,” “Type 11/ ik
stratification,” and “third-generation cephalosporin.
& Carvespanding Author: fonals Ireaato Natadicjaja 1 10-5un 3026 | 0848 ..

B 110 MR T TGS TGS PRI PRTIGIATRIY 300 PA-CAUL,
Please clarify whether i de.
dentified before aggregation snd anslyss

, espactally Defined Daiy Dose.” “aiale,” Typo I Ak
stratificatian,” and ‘third generation cephalasporins.”
£ Corresponding Author: oeld irvants Hatsdidiaj | 10 Jun 2026 | 08:48 -

Dear Reviever 1,

Ve thaok you again for remiading us of some things we missed.

Revieries Input  Plaase pravide more methadolcgical detl on the DD calculativn, including the exact formals,
namerstor, denominatoe, scurce of patient-days, snd the WHO ATC/DDD version or rational standard used.

Response ¢

Tty fymy ket e o .
s fotic Used (srom) L WHO.D0D %100

Total Length of Stay
Revinwer faput 14 patien
inclsded, b repested admitsions or Handied,
theray was counted.
Response ©

Thiarik you for your excellent irsight. Due b0 your suggestion we acd this staternent in the method section paint 2.1
initial "

ipatients, both adult and pediatsic, facluading ICU patients, lor four major infections. The use of smirical
ot s o e B Ve b s e Sl e e \l!lpmnltlﬂllhl
therapy was in accordance
orlmary abective, changs of sntibiotic mhmamxn.:wanmuwm
antiblotic that accurred during hasaialization veers excluded.

observations, not indivicus! prescriptions,
comeiation analycis, especislty where mitsing data sccured.

w—

—

—
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e retuses i "
Eheramy s s 2 in = RASPRD. In the study title and

5 aiage i ankiblotl riibiotic or a change '
atibicsic that cecurred during Rezmitslizstion vere excluded

Feiewer input 3 wpllctly that alyses ane based on monchly aggrogate
chaarvations, not frdividual prescriptions, and repont the exact mnbar of tnsach
enevelation analyst, especially whare missing data occumed.

Fesponze =

Thank o for your very detaited feedback o ou shortcomings. To scdress tis, we have acded the feloming to
tables 3, 4, and 52

Tabda 3¢ . ot tnciviral prescriptions, Nember
of manthiy observatians canetated with DIO + 12 manths

Table 4 bazed . mat individal prescriptions Missing
ata for Jeouary and March wes o ta administrative issues during data sorting, which suggesied a lack of data
purity, Therefore, it was desided to exclude datn for thase manths. Number of meathly sbservations correlsted
vith D00 « 10 manths

Tabie 8 based ot individual prescriptions. i
runser of monthly obseovations correlated with DGO

Feviewes input ¢ ize i m
hospital antibiotic - i "
ion groups. This 4 ron-caual.
Fesponse
Tharik you for your Insight and far our attontion, suggestid statemant to the

0 9f the discussion secrion of this manseripe,

Fevierner impul : Please clarify whether all patient-leve identifiers were removed and whethes the dals were fully

Fesponca +

Thasik you for your reviewer's muggestion =3 & reminder be us all sbout ethics. Therefors, in the methods section of
the final parsirach Al i d i

@ oo soums mesmcyroses wnss [ @ iy RONTIERS

Sevhever inpul : Fiease further emphasize in ion Limitations that broader
hospital antibiotic use, including definitive therapy; subsequent sntibiotic changes, and infections cutside the four
infection erougs. This means the findi %

Respocse &

vou for your insight . 3 the
end of the iscussion section of this manuscript.
Soviewer input + patieat data were fully

Thank you for your reviewer's sugsestion as & reminder 1o us ol sbout ethics. Therelore, in the methods section of
N iy Seboh — ;

and ansiysis were performed.

Resoorse ;
Thank you for your ol ingut, Besed on Ui input, i

wniform spelling of the words in this maruscript, as per the reviewsrs ingut:
Defined Daily Dose:

AitaRe (Access, Watch, Reserve)

Type 1/ 11 1 isk steatification

thicd-ganeration Cephalosporins
Review supporting file - 1190007

REVIEWER #2
& o ovmes mseoronss sas m. Q i FRONTIERS !

The verification s details, and if you uslosd
2 proof of paymant.
Editor Raviewer 1 Reviewer2 || Lo
iy acne [ Prazs | L]

Raviewer 3
Indepenont roview report submitted: 26 iay 2076

Inftial the Fditar:

MEEID #teese list your revision requests for the authers and provids your detsited commeats, inchadiog
hlighting fimitations and strengths of the study snd evalusting the validity of the methods, results, and dsta

Hyou ek thorm a5 v,

B Reviewer 2 | 26y 2025 | 11234 o
Industion

1. Bases — can any

rescription - What does it mear? Prescribad by whom?

Discussion
i 3 - Infermation on the tyce ftn thcir
frequency in the haspital 2 snd
3. however, » previous study condusted at three hospitals in Indanesia using the Digital ASP

parierss in type ri i i igher than theze in
eype Il and 1] ik stratification groves - type 17
3. The muthor can just describe the various sabient. and their passibl menticring

Table by Table in the discumsion.
General comment
The language to be imaroved especisily in the Intraduction.
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B Eitorial O

rontiers In Dighal Health | 11 Jun 2026 | 08:d5 "
Qe Authors,

To v e process forward e kindly ash you Lo pleass reply Lo Reviewer £ comments in Uis Uhrsed and ressubmil your
Fiviskans Laing the bl el manscriat i Uhe Editors Tab.

W o Lhis Ui essage is clear and should o have S0y Gther question or reed sssiitancs plesss o pal hesitate Lo get
in touch,

Thank you for your time and corsideration,
The Editariat Office
& Corvespaing Author: Farsia vt Natadiciaie | 11 5 2005 | 1407 B

Der Editor

Hers fs aur respa
2

Introduction
1. Bazed o the cuent reguintion in Indorasia, sntibiotics from the Access category can be praseribed witheut sy
pemscrition - What doss it mean Prescribed by whem?

fiespuivn:
Thank yous for your very thomigh insight.

Tzre is n writing enror here, what
manscript.

Discussion
1. Accarding ta the author, typhoid fover. type of other Infections with
ther frequiery i the hospital satting vl hawe baor wnaful and may 110 xplain bigher Quincianas 00D

Respone:

Thiank yous For your insightful insights.

@ reour coumims mesmcaToRcs  amcus

a

@ o soumis secHToRICs ameies qQ

Discassron
1. Aecording to the auths, there are many cases of typhoid fever, Information on the type of other infections with
Ui freuencs in et seit s may ot
Respone:

Thack you for your insightful insights.

14 Loum that Indanssia fs endiic for typhod fever, snd auinolones sre indesd Une Lrestineal af Cholce., However,
nfortunately, with this research desigh, and according to the regstions of the huspitals where data were collected,
e do ot have: date on typhoid fever and ialine use in kyphoid from all ten buspitals. Therefore, in the discusion
sxcticn, we only stabe ssaurotians Usst may or may ol be carrect, This cerbeiohy nesds o b tested mors
carniprabensively i further esearch.

2. however, & previous sty conducted at three herpitalsIn Indonesta uring the Digital ASP
‘o RASPRQ tocl saggosts that the numbr of gmn igh
v type 11 and I sk stratification growpe « type T2

Fespanse:
Thack you very much for your very Uiroush correction.

Y, what v maant here s i praviaus ressarch, the ramber of patients I type | risk stratification group was

= iy it fn type li-and 18 roups, Weve fixed i,
3. The author can just describe the various sals i possle i
Table by Table in the Siscussion.
Cenersl comment
spacially
Fespanse:

Thasi you for your sggestion. In the discurion section, we have tred cur bost o oxpiain the interpretatian of the.
s, sithessgh v recagaizn that thi ressarch i comtationsl and subject to multiple intapeetations, ard eannat
et vie nascript b
far as e andorstand, there s nct much research related ta digiat ASP a5 2 COSS. Maweves we have attempted o
compare them. Bue fo this suation, there are certainly mamy imperfoctions.

e slsg attach the iberns that have besn changed

from reviewer 2

2 bawever, i Irdonesia uaing the Digital ASE
e-RASSRO tool suggests that the fumber of patients in type risk siratification group was signiicantly higher tan thase
) type W and M risk skratification grougs' - e 11

Respome:
T you very much for your vers tharough correction.

e, whal we el here was in previ the number of patieits in tybe | sk
significantly higher Lhan those in type Il send 1] risk: stratificatiun rougs. We've fixed it

3. The author can jus describe pos mentioning

Table by Tabie i the dicusrion

General comeent.

Tow language to be lmpeoved especlly n the introducrian,

[

Thank you for your suggestion. In the discussion section, we have Lried our best Lo explain Lhe interpretation of the

Lables, although we recogize that this research s comelational and subject Lo multiple interpretations, and carnol.
o oL i the discussion and conclusion sections, As

tares there is nat A5 s CUSS. Homever, we have stternpted o
i are certainty many i

Ve alan attach the feems that have been chanjed szearding it from resiever 1 fie have changed
bt v sham faghlighting them in o).

Marvntile, b emohasice the ingul given by reviswer 2, which wes sctuslly writhen previoutly (belors the input viss
v e have highlighted i in sraen, flso belowe sre various sentences confimirg e anslpsis in the ducussion
section (at the e of the discussion to strengthen the anstysh in wiiting a3 suggested by revewer 2. There sre
several language inpravements thak we have made, especislly related b stamardization of writing uniformity which
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The appropriateness of initial intravenous
empirical antibiotic consumption guided by digital
antimicrobial stewardship tool: a correlation with
the usage of antibiotics from the access and watch

groups in ten Indonesian hospitals
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