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Editors (14)

Prof. Dr. Suleyman Allakhverdiev
*jMMMQMMMWMYM Website (http:/icellreg.org/laboratory-of-controlled-biosynthesis/)
SciProfiles (https:i/sciprofiles.comiprofile/1157001)

swﬁﬂggdﬂwl{fégg#%ur website to ensure you g et the best experience.

K&éxm@gggﬁ%?fcosm '|'I'- oloay, RAS, 37 Bolg nicheskaya St., 12 7276 Moscow, Russia
Interests: photosynihesis; plant physiology; environmenial stress: abiofic stress: UV radiation: cyanobacteria; algal; ROS; nonphotochemical quenching (NPQ); chlorophyfl

fluorescence; sall stress; hydrogen energy; arlificial photosynthesis

Special Issues and Collections in MDP| journals Acceptlaciant codkits)
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Prof. Dr, Paolo Bernardi

Website1 (hitp:/iwww.biomed.unipd.itten/people/bernardi-paclo/) Website2 (hitps://scholar.google.iticitations?user=0OlumVrs AAAAJ)
SciProfiles (hitps:/sciprofiles.com/profile/582762)
Section Editor-in-Chief

Department of Biomedical Sciences, University of Padova, Via Ugo Bassi 588, 135131 Padova, Htaly
Interests: mitochondria; calcium; channels; permeabilily transition; ATP synthase; cell death
Special |ss i1 Pl journals

=

Prof. Dr. Cord Brakebusch
Website (https:iiwww.bric.ku.dk/peoplelbrakebusch_group/?pure=en/persons/297166) SciProfiles (hitps:/fsciprofiles.com/profile/479931)
Edifor-in-Chief
Biotech Research & Innovation Centre, The University of Copenhagen; Copenhagen, Denmark
Interests: Rho GTPases; keralinocyles; mouse disease models
Special Iss! ollections journals
-
Prof. Dr. Christoph Englert
Website (hitp:/Aww.leibniz-flidelresearch/researc h-groupslenglert!)
Section Editor-in-Chief
Leibriiz Institute on Aging - Fritz Lipmann Institute, 07745 Jena, Germany
Interests: regulation of gene expression; development; organogenesis, cellular and organismic aging

Special Issues and Collections in MDPI journals

Dr. Alexander E. Kalyuzhny
Website (http:/alexkalyuzhnyresearch.umn.eduf)
Editor-in-Chiel
Neuroscience, UMN Twin Cifies, 6-145 Jackson Hall, 321 Church SI SE, Minneapolis, MN 55455, USA
Special Issues and Collections in MDPI journals

Prof. Dr. Alexander V. Ljubimowv
WMMMW:MMMWWJ Website2 (hitps:ihwww.cedars-

Seclion Editor-in-Chief

Biomedical Sciences and Neurosurgery, Regenerative Medicine Institute Eye Program, Cedars-Sinai Medical Center, Medicine, UCLA School of Medicine, Los Angeles, CA,
USA

Interests: comea; nanomedicine; wound healing

Special Issues and Collections in MDPI journals

Prof. Dr. Hiroshi Miyamoto
Website (hitps:iww.urme sochesteredu/people/22111005-hiroshi-miyamoto) SciProfiles (hitps:/fsciprofiles.com/profile/224522)
Section Editor-in-Chief
Director of Genitourinary Pathology, Universily of Rochesler Medical Center, Rochester, NY, USA
Interests: nuclkear homone receptofs androgen receptor, glucocorticoid receplor, antiandrogens: glucocorticoids; urothelial cancer; prostate cancer; genitourinary pathalogy

Special Iss

Prof. Dr. Alessandro Poggi
Website (hitps:/imoh-it. pure elsevier.com/en/persons/alessandro-poggi) SciProfiles (hitps:/isciprofiles.com/profile/60163)
Section Edifor-in-Chief

Unfl of MolecuiarOrmbgy andbArglogenesrs IRCCsS O?hpadala Policlinico San Martino, 16132 Genoa, ltaly
rs cr?gséeus: S éhugem BE-IEJ MIS-\PU " tblﬂpe S A lymphoma; anti-lumor immunity
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Prof. Dr. Fulvio Reggiori
Website (hitp:/icellbiology.umcg.nl/peoplelreggiori-fulvio-mf) SciProfiles (hitps:#sciprofiles.comiprofile/270524)
Section Editor-in-Chief
Deapariment of Cell Biology, Universily of Groningen, University Medical Center Groningen, Antonious Deusinglaan 1, 9713 AV Groningen, The Nelherlands
Interests: autophagy; endosomal traffic; infection; yeast; virus; subversion

Special Issues and Collections in MDPI journals

Dr. Francisco Rivero
Website (hitps:/www.hyms.ac.uklabouifpeopleffrancisco-rivero-crespo) SciProfiles (hitps:/isciprofiles.com/profile/174924)
Section Editor-in-Chief
Reader in Biomedical Science, Hull York Medical School, University of Hull, Hull HUS 7RX, United Kingdom
Interests: aclin cyloskelelon; aclin-binding proteins; Rho GTPases; cyclase-associated protein; coronin; plastin; cell mofility; platelet biology; endothelial cell biology

Special [ssues and Collections in MDP! journals

Prof. Dr. Naweed |. Syed
Website (hitps:liresearchdkids.ucalgary.calprofiles/naweed-syed) SciProfiles (hitps:/isciprofiles.com/profile/1582462)
Section Edftor-in-Chief
Depariment of Cell Biology and Anatomy, Hotchkiss Brain Instilute, Alberla Children's Hospilal Research Institute, Cumming School of Medicine, Universily of Calgary, Calgary, AB
T2N 1N4, Canada
Interests: neurodevelopment; synapse formation; synaptic plasticity; anesthetics; neurodegeneration; neurite outgrowth; brain-chip interfacing

9

Dr. Bor Luen Tang

Website (http://bch.nus.edu.sg/bchtblhtm) SciProfiles (hitps:lsciprofiles.comiprofile/146299)
Associate Editor
Department of Biochemistry, Yong Loo Lin School of Medicine, National University of Singapore, Singapore
Interests: membrane rafficking; neuroral death and regeneration; Sint and aging

S Journals
Prof. Dr. Ritva Tikkanen

Website1 (http:/www.uni-giessen.deffbz/fb11/institute/biochemiefforschungbiochemielagtikkanen) Website2 (hitps:/igepris.dig.de/gepris/person/1657848?
context=person&task=showDetailfid=1667848x% x) SciProfiles (bttps://sciprofiles.com/profile/37029)

Section Edifor-in-Chief
Institute of Biochemistry, Medical Faculty, Justus-Liebig University of Giessen, Friedrichsirasse 24, D-35392, Giessen, Germany
Interests: lysosomal storage disorders; vesicular trafficking; endosomal sorling; lysosome biogenesis; mitochondrial diseases; auloimmune disorders

5 journals

@

Dr. Stephen Yarwood
Website (htips:/researchportal.hw.ac.ukfen/persons/stephen-john-yarwood/publications!) SciProfiles (hitps:/sciprofiles comiprofile/324704)
Section Editor-in-Chief
Institute of Biological Chemistry, Biophysics, and Bioengineering; School of Engineering and Physical Sciences; Wiliam Perkin Building; Heriol-\Watt University; Edinburgh EH14
4A5, UK
Interests: cell signaliing; cyclic AMP; gene expression
Speclal Issues and Collections in MDPI journals

Editorial Board Members (1178)
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Filter
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Unwersﬂatskilrlkum des Saenandes Medmnlsclse Fakultit der Umvemltat des Saarlandesdisabled, Homburg, Germany
Interests: Echocardiography; Hear Failure; Congenital Heart Disease. Heart; Heart Transplantation; Pulmonary Hyperlension; Pacemakers, Cardiomyopathies; Cardiac
Echocardiography; Hypertension

Prof. Dr. Soman Ninan Abraham

Website (https:iipathology.duke.edufresearchiprimary-faculty4abs/fabraham-lab) SciProfiles (https:i/sciprofiles.com/profile/163722)
Department of Pathology, Duke University Medical Center (DUMC), Durham, NC 27710, USA
Interests: masl cell biology; host-paihogen interactions; bladder immunology; urinary Iract infeclions; adjuvants and vaccine design

Dr. Isabel A, Abreu
Website (htip:/iwww.itgb.unlptiresearchiplant-sciences/proteome-regulation-in-plants) SciProfiles (https:/isciprofiles.com/profile/187863)
Proteome Regulationin Plants Lab, GPlantS Unit, Instiluto de Tecnologia Quimica e Biologica, Av. da Repliblica, 2780-157 Oeiras, Portugal
Interests: phnl response to evironmental changes; post-iranslational modifications; model plants and crops; photosynthesis, quaniitative proleomics; mass specirometry

Special | c 1 journals

@

Dr. Colin Adrain

Website (https:/igulbenkian.piicienciajresearchiresearch-groups/membrane-raffic/) SciProfiles (https://sciprofiles.com/profile/581758)
Membrane Traflic Lab, Instiluto Gulbenkian de Ciéncia (IGC), Rua da Quinta Grande 6,2780-156 Ceiras, Porugal
Interests: membrane trafficking; endoplasmic reficulum; ERAD (ER-associated degradation); inflammation; cell signalling; lipid droplets; metabalism

Prof. Dr. Wado Akamatsu

Website (https:/nrid.nil.ac.jp/nrid/4 000060336184/)
Genomic and Regeneralive Medicine, Juntendo Uriversity School of Medicine, 2-1-1 Hongo, Bunkyo-ku, Tokyo 113-8421, Japan
Interests: Neural stem cells; iPS cells; Neural development; Parkinson's disease

Dr. Seiji Akimoto

Website1 (hitps:fwww.researchgate.net/profile/Sejji-Akimoto] Website2 (hitp: fwww.chem.sci.kobe-u.ac ip/enistaffE/AkimotoEl)
Department of Chemislry, Graduate School of Science, Kobe University, 1-1 Rokkodai-cho, Nada-ku, Kobe, Hyogo 657-8501, Japan
Interests: primary processes of photosynthesis; chlorophyll; carotenoid; phycobilin; time-resolved spectroscopy

Dr. Moulay Alaoui-Jamali
Website {nftp:lhwwwiadydavis.calenimoulayalaouijamall) SciProfiles |hitps:iisciprofiles.comiprofileli337966)
Depariments of Medicine and Oncology, Faculty of Medicine, McGill University, Montreal QC H3A 0G4, Canada

Interests: tyrosine kinase receptor signaling; tumor microenvironment; cell chemotaxis; metastasis; dug resistance; drug discovery; breast cancer; HNSCC
<

Prof. Dr. Anthony Albert
Website (hitps:ihwww.sgul.ac.uklaboutiour-institutes/molecular-and ar-biology-research-gentre)

SciProfiles (hitps://sciprofiles.com/profilei857491)
University of London, Vascular Biology Research Cenire, London, United Kingdom
Interests: TRP channels; calcium-sensing receplor; PIP2-binding proteins; G-pratein-coupled receptors; cell signalling; Ca signalling; vascular smooth muscle; endothelium
Special Issues and Collecmrlg in MDPI ]oumals
Special lssue in Cells: Cal
(fjournallcells/special lssuesk:ak:mm petmeable cgm chal ;mg]g]

= 7Rs
)
ise cookies on our website to ensure you get the best experience.
ﬁead more about our cookies here (lfabout/privacy).
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Website (https:/katalog.uu.se/profile/?id=N36-3134) Accept {faccept_cookies)



Depériment of} Neumacueme Uppsala University, 75124 Uppsala, Sweden
Inte ﬁ,umns microglia; peripheral nerve or dorsal root injury; injured spinal cord
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Dr, Catherine Alix-Panabieres

Website (hitps:iwww.chu-montpellierfirfenfcare-offeridoctorsicatherine-panabieres-46883) SciProfiles (hitps:/isciprofiles.com/profile/519902)
University Medical Center of Montpeliier, IURC, Laboratory of Rare Human Circulating Cells (LCCRH), 841 avenue du Doyen Gaston Giraud, 34093 Montpeliier, France

Interests: circulating tumor cells (CTCs); liquid biopsy; biomarkers, metastasis-competent CTCs

Special Issues and Collections in MDPI journals
Special lssue in Cancers: Circulating Tumor Cells in Cancers (fjournalicancers/special_issues/circulating-tumor-cells)

Special lssue in Cells: Circulating Tumor Cells: Finding Rare Events for A Huge Knowledge of Cancer Dissemination {fiournalicells/special_jssues/CTCs_cancer)
Special Issue in Cancers: Liquid Biopsy: Latest Advances and Future Challenges (fjournal/cancersispecial_issuesidth _ACTC)

Dr. Richard Allsopp

Wehbsite (hitps:/www.lbrhawaii.edu/343-2/richard-allsopp/)
Institute for Biogenesis Research, Department of Anatorny, Biochemistry and Physiology, John A. Burns School of Medicine, University of Hawaii, Honolulu, HI 96813, USA
Interests; telomeres; telomerass; stem cells; aging

Dr. Maria Teresa Alonso
Website (htip:/iwww.ibgm.med.uva.esfinvestigacion/fisiologia-celular-y-molecularicalcio-y-funcion-celular)
Institulo de Biologia y Genetica Molecular (IBGM), University of Valladolid, CSIC-UVA, Valladolid, Spain
Interests: calcium signaliing; Ca2+ fransport; Ca2+ channels; endoplasmic reticulum Ca2+; mitochondria Ca2+; development of Ca2+ sensars for organelie; organelie crosstalk;

Ca2+ and aging

Prof. Dr. Manfred Alsheimer

Department of Cell and Developmental Biclogy (Zoologie !) B:ocemer Universlly of WUerzhurg. Wu:zburg Genmany

Interests: nuclear envelope; nuclear lamina; LINC-complexes; nuclear shaping; nuclear architeclure; germ cell development and differentiation; meiosis; spermiogenesis;
evolutionary aspects of meiosis

Prof. Fiorella Altruda

Website (https:iwww.unito./personelfiorella.aftruda)
Director of the Molecular Biotechnology Center, Department of Molecular Biotechnalogy and Health Sciences, University of Turin, via Nizza 52, 10126 Torino, ltaly
Interests: regenerative medicing; cell therapy; liver; mouse models

Departamento de Medicina, Universidad de Santiago de Compastela, Servicio de Cardiologia, Complejo Hospitalario Universitario de Santiago de Compostela, Galicia, Spain
Instituto de Investigacion Sanitaria de Sanliago, Galicia, Spain
Interests: COVID-19; endothelial cells; Oxidative Stress; erythrocytes; hearl failure; cardiovascular

@
Prof. Javier Alvarez

Website (hitp:/iwww.ibgm.med.uva.esfinvestigacionfiisiologja-celular-y-molecular/grupo-de-envejecimiento-calcio)

SciProfiles (https:/isciprofiles.comiprofile/897063)

Department of Biochemistry and Molecular Biology and Physiology, Facully of Medicine, University of Valladolid, and Institute of Bialogy and Molecular Genetics (IBGM), Universily
of Valladolid and CSIC. C/Ramény Cajal 7, 47005 Valladolid, Spain

Interests: Ca2+ signaling; CaZ2+ transport; mitochondria; endoplasmic reticulum; C. elegans; aging; kongevily; newrodegeneration

.

Dr. Cristine Alves Da Costa
Website (http:/fcvscience.aviesan.fricy/1094/cristine-alves-da-costa) SciProfiles (https://sciprofiles.com/profile/824988)
Université Céte d'Azur, INSERM, CNRS, IPMC, team labeled “Laboratory of Excelience (LABEX) Distalz”, 660 route des Lucioles, 06560, Sophia-Antipolis, Valbonne, France

'wm&aﬂawmw@wmmmmmmmwam unfolded protein response
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Dr. Guaitiero Alvisi
Website (hitps:Agualtax.wixsite.comialvisilab) SciProfiles (https:fisciprofiles.com/profile/53333)
Department of Molecular Medicine, University of Padua, 35121 Padua, ltaly
Interests: nucleo-cytoplasmic shultling; protein—protein interaclions; antiviral drug discavery; viral replication
Special Issues and Collections in MDPI journals
Special Issue in Cefls: Vesicular Trafficking Meets Nuclear Transport {fjournalicells/special_issuesivesicular_trafficking)

Dr. Giovanni Amabile

Website (htips:/lwww researchgate net/profile/Giovanni_Amabile} SciProfiles (hitps:fisciprofiles.comiprofile/334188]
Chief Executive Officer, Enthera, Milano, ftaly
Interests: induced pluripotent stem cells. epigenetics; hemalopoiesis; neurogenesis; early and late stage clinical trials
§ journals
Special lssue in Cells; Ten Years ol iPSCs: Current Status and Future Perspectives (fjoumnallcells/special_Issuesfipscs)
Special Issue in Cells: DNA Methylation in Health and Disease (fjournal/cells/special issues/DNA_epigenetics)

&)

Dr. Giuseppina Amadoro
Vebsite (https:ih itiitlistituto/116/istit fif ologi lazionaledft) SciProfiles (htips:/isciprofi 1851)
1. Institute of Translational Pharmacology (IFT)-CNR, Via Fosso del Cavaliers 100, 00133 Rome, Italy;
2. European Brain Research Instilute (EBRI), Viale Regina Elena 285, 00161 Rome, Haly.
Interests: lau protein; Akzheimer's disease (AD); amyloid beta; Amyloid Precursor Prolein (APP); synapse; non-AD tauopathies; neuredegeneration

A

Prof, Fernanda Amicarelii

chgate.net/profile/Fernanda-Amicarell) SciProfiles (hitps:{/sciprofiles.com/profile/534468)
Depertment of Life, Health and Environmental Sciences,University of L'Aquila, via Vetoio — Coppito, 87100 L'Aquita, ltaly

Interests: reaclive oxygen species; oxidalive stress; redox-responsive pathways; dicarbonyl stress; glycation; methylglyoxal; aging; adaptive response; hormesis; stress response
5 Journals

Special lssve in Cells: Glycation and Dicarbonyl Stress in Aging and Disease (/journallcelis/special_issues/Glycation_Dicarbonyl_Stress)

Dr. Claudia D. Andl
Website (hitps:/med.uct.edu/biomediperson/dr-claudia-andl/)
Burnell School of Biomedical Sciences, Universily of Central Florida, Orlando, Florida, USA
Interests: receptor-mediated cell signaling; TGFb signaling; epithelial cell migration and invasion; gastrointestinal cancers

Prof. Dr. Istvdn Ando

Website (https:#imta.hulkoztestuleti tagok?Personld=8144) SciProfiles (https:i/sciprofiles.com/profile/4 39665)
Laboratory of Innate Immunity, Institute of Genetics, Biological Research Centre Szaged, 6726 Szeged, Hungary
Interests: cellular immunily; innate irmunity; insect immunity; insect physiology; molecular biology

Prof. Dr. Wolfram Antonin

Website (https:/f'www ukaachen.de/en/clinics-institutes/depariment-of-biochemistry-and-molecularcell-biology/institute/)
Institute of Biochemistry and Molecular Cell Biology, Medical Faculty, RWTH Aachen Universily, Pauwelssirale 30, 52074 Aachen, Germany
Interests: nuclear pore complex; nuclear envelope; chromalin decondensation; milofic exit
S journals
Special lssue in Cells: Lipid and Protein Dynamics at the Nuclear Envelope (fjoumnalicells/special_issues/lipid_nuclear)

Prof. Dr. Smaragdi Antonopoulou

Website (bitps:Jwww.ddns.hua.grienismaragdi-antonopoulou/) SciProfiles (bitps:Jsciprofiles.com/profile/1387157)
Depariment of Nutrition-Dietetics, School of Health Science and Education, Harokapio University, 70 Eleftheriou Venizelou Avenue, 176 71 Kallithea, Greece
Interests: lipids; phospholipids; platelet-activating factor; platelets; monocyles; leukocytes; platelet aggregation; lipoprotein associated phospholipase-A2; lyso-PAF
acelyliransferases; cylidine S-diphospho-choline:1-alkyl-2-acetyl-sn-glycerol cholinephosphotransferase; platslet activating factor acetylhydrolase: mediterranean diat;

inflammation; thrombosis; haemostasis; fibrinolysis; by-products; phospholipases; phenolic compounds
We use cookies on our website to ensure you get the best experience.

more about our cookies here (fabout/privacy).
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p.._ﬂaw_._ugs_qw cich uebec.ulaval.ca/en/researchiresearchersifawzi-aoudjitf) SciProfiles (hitps:/fsciprofiles.com/profile/629114)
Department of Microbiology and Immunology, Faculty of Medicine, Université Laval, Quebec, Canada Q
Interests: T cells; autoimmunity: cancer immunology: leukaemia; immunomodulation; signalling; adhesion; migration; apoplosis

s ¥

¥
Prof. Rami Ageilan

Website (https:/imedicine.ekmd.hujiac lleniresearchiramiaq/Pagesidefauitaspx) SciProfiles (htips:/isciprofiles.comiprofile/1143332)
Division of Cell biclogy, Immunclogy and Cancer Research, Hebrew University-Hadassah Medical School, Lautenberg Center for Immunology and Cancer Research, Jerusalem
91120, Israel
Interests: genomic Instability; DDR signalling; DSBs; Common Fragile Siles; osteosarcoma; triple-negalive breasl cancer, early-onsel epilepsy
Special Issues and Collections in MDPI journals
Special lssue in Cells: WWOX: A Fragile Tumor Suppressor with Pleotropic Functions
(fournalicellsispecial_issueshWWORA_A_Tumor_Suppressor_with_Pleotropic_Functions)

Dr. Toshiyuki Araki

Website (hitps:#www.nenp.go.jpinin/guide/rS/member/i-araki_e.html)
National Institute of Neuroscience, National Center of Neurology and Psychiatry, Kodaira, Tokyo, Japan
Interests: neurodegenerative diseases, axonal degenaration; Schwarnn cells; myelination

Dr. Javier Conde Aranda

Website (hitps:fiwww.researchgate.netiprofile/Javier_Conde) SciProfiles (hitps://sciprofiles.com/profile/631131)
Molecular and Cellular Gastroenterclogy, Health Research Instilute of Santiago de Composteta (IDIS), Santiago de Composlela, Spain
Interests: inflammation; immune-mediated diseases; inflammatory bowel disease; colorectal cancer, resolution of inflammation
Special Issues and Collections in MDEI [ourngl
Special issue in interna e
{h Qumajﬂnnstsmgsﬂnﬂammamn_mﬂ
Special Issue in MMMMMMMM&MMWWWMW]
Special lssue in lnte . Inf i d [
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Dr. Hugo Arias-Pulido

SciProfiles (hitps:/isciprofiles.com/profile/1686309)
Department of Microbiology and Immunology, Geisel School of Medicine at Dartmouth, 621 Rubin Building - HB7936, 1 Medical Center Dr. Lebanon, NH 03756, USA
Interests: inflammatory Breast Cancer, triple-negative breast cancer in young women; patient-derived xenograft models; canine mammary umors; prognostic and prediclive
biomarkers

&y

Dr. Jane Armstrong

Website (hitps:/iwww.sunderland.ac.ukiabout/stafffhealth-paramedicclinical-sciences/janearmstrong/} SciProfiles (hitps://sciprofiles.com/profile/308781)
Faculty of Health Sciences and Wellbeing, University of Sunderdand, SR1 35D City of Sunderiand, UK
Interests: aulophagy; aulophagy biomarkers; cell dealh; cancer biology, lysosome/mitochondria signalling

Ly
<»
Prof. Dr. Thiruma Valavan Arumugam

Website (hitps://scholars.latrobe.edu.au/displayitarumugam)

Department of Physiology, Amatomy & Microbiology, School of Life Sciences, La Tiobe University, Melboumne Campus, VIC 3086, Australia
Interests: dementia; stroke; stroke (brain attack) care and prevention

Dr. Anthony Ashiton
-H earchlfresearchersfour-faculiy/anthony-ashton)

Division of Cardiovascular Med!clrue. Lankenau Institute for Medical Research, Wynnewood, PA 19086, USA
Interests: G-protein coupled receplors; Angiogenesis; Cardiac remodeling; Pregnancy; Placentation
8 ae! Bﬁwetme best experience.

@ Accept {faccept_cookies)



Dr«MohaTméd Asim
| 1

vac.ukipeople/mohammad-asim)
Assistanl Professor, Department of Clinical & Experimental Medicine, Universily of Surrey, Surrey, UK .=
Interests: androgen receptors; prostate cancer; anti-androgens; kinase signaliing; synthetic lethality; transcnptionfranslation regutation
S jeurnals
Special Issue in Cells: Understanding and Targeting Androgen Receptor Signalfing in Prostate Cancer {fjournal/cells/special_issuesfAndrogen Receptor Prostate)

¥

Dr. Peter Askjaer
Website (http:/iwww.cabd esien-research_groups-14-52-nuclear-dynamics-in-cell-and-developmental-biology-summary.htmi)
SciProfiles (hitps:/isciprofiles.com/profile/d73672)
Andalusian Center for Developmental Biology (CABD), Spanish Research Couneil, Universidad Pablo de Olavide, Sevilla, Spain
Interests: nuclear envelope; nuclear pore complex; laminopathies: aging; nuclear organization; chromatin structure and function; gene regulation; chromasome segregation;
nucleocytoplasmic transport; live microscopy
Special Issues and Collections in MDPI journals
Special issue in Celfs: Nuclear Organisation (/journalicells/special _issues/Nuclear Organisation)
Special Issue in Ceffs: Heterochromatin Formation and Function (fjournalicells/special issues/Heterochromatin)
Special lssue in Cells: Regulation of Nuclear Organization and Function {fjournalicells/special issues/nuclear organization function)

Prof. Dr. Gil Atzmon
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Abstract: Background: Until now, the cost of allergy treatment in the insured public health care
system and the non-insured self-financing private health care system in Indonesia has not been well
documented and published, as well as the cost of allergy treatment with subcutaneous immunother-
apy. Objective: To evaluate the clinical and cost benefits of allergic rhinitis treatment in children with
subcutancous immunotherapy in a non-insured self-financing private health care system. Methods:
A retrospective cohort study conducted from 2015 until 2020 that compared the clinical improvement
and health care costs over 18 months in newly diagnosed AR children whao received SCIT versus
matched AR control subjects who did not receive SCIT, with each group consisting of 1098 subjects.
Results: A decrease in sp-HDM-IgE level (kU/mL) from 20.5 + 8.75 kU/mL to 12.1 + 3.07 kU/mL
was observed in the SCIT group. To reduce the symptom score of allergic rhinitis by 1.0 with SCIT, it
costs IDR 21,753,062.7 per child, and for non-SCIT, it costs [DR 104,147 878.0 per child, Meanwhile, to
reduce the medication score (MS) by 1.0 with SCIT, it costs IDR 17,024,138.8, while with non-SCIT, it
costs DR 104,147,878.0. Meanwhile, to lower combination symptoms and medication scove (CSMS)
by 1.0, with SCIT, it costs IDR 9,550,126.6, while with non-SCIT, it costs IDR 52,073,938.9. Conclusions:
In conclusion, this first Indenesia-based study demonstrates substantial health care cost savings
associated with SCIT for children with AR in an uninsured private health care system and provides
strong evidence for the clinical benefits and cost-savings benefits of AR treatment in children.

Keywords: allergic rhinitis; subcutaneous immunotherapy; clinical benefit; cost-saving benefit

1. Introduction

Allergic rhinitis (AR) is one of the most important diseases of the natural course of
allergic disease [1]. There is a fendency for less-than-optimal AR treatment by health
workers [2]. AR that is not well controlled will burden patients, nurses, employers, and the
health care system [3,4]. Children with uncontrolled AR have a greater risk of developing
asthma, recurrent otitis media, chronic rhinosinusitis, and other comorbid conditions [5,6].
Children with AR also face a decreased quality of life, which manifests as sleep distur-
bances, poor school performance, decreased energy, a depressed mood, and low frustration
tolerance [7,8]. The economic costs of poorly controlled AR include: the cost of non-
prescription drugs to treat symptoms, prescription drug costs, and the cost of medical
care for comorbid complications, such as asthma and acute sinusitis [9]. Indirect costs
of uncontrolled AR include absenteeism from school, decreased productivity of children
and their parents, loss of parents’ daily wages, and injuries resulting from fatigue [3,9,10].
In 2011, the estimated total US direct AR costs exceeded USD14 billion, with 60% of the
spending on prescription drugs [11]. In Indonesia, the highest prevalence of allergies in
big cities is AR, followed by asthma and atopic dermatitis [12-15]. The majority of AR
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patients in Indonesia are school-age children [12,14,15]. The main cause of AR in children
in Indonesia is house dust mite allergen [12,14,15]. AR sufferers in Indonesia are dominated
by school age children [12,14,15]. AR that is not managed properly will lead to asthma and
disrupt children's quality of life [3,9]. Allergen Immunotherapy (AIT) is an effective and
safe therapeutic method for curing AR. AIT is an underutilized treatment for AR both in
the USA and elsewhere in the world including Indonesia. Only 3-5% of US children and
adults with AR, asthma, or both have received AIT [15].

Until now, the cost of allergy treatment in the insured public health care system
and the non-insured self-financing private health care system in Indonesia has not been
well documented and published, as well as the cost of allergy treatment with AIT. It has
not been required to apply AIT as an allergy treatment option in the public or private
health care system in Indonesia. The AIT commonly used in Indonesia is subcutaneous
immunotherapy (SCIT). For the public health care system in Indonesia, AIT with the
SCIT method has been routinely carried out in Dr. Soetomo General Academic Hospital,
Surabaya, and the costs can be covered by health insurance organized by the Indonesian
government. For the private health care system in Indonesia, there is only one private
allergy clinic that provides special services for allergic children that is equipped with SCIT
services and accepts special referrals for allergic children who require SCIT from general
practitioners, paediatrician, and other specialists from all areas in Indonesia. We conducted
an Indonesian-based study with the aim of evaluating the clinical and cost benefits of AR
treatment in children with SCIT in a non-insured self-financing private health care system.

2. Materials and Methods
2.1. Ethical Approval

This observational research procedure has received approval from the Health Research
Ethics Committee of Dr. Soetomo General Academic Hospital, Surabaya, Indonesia (2021),
with reference number 0297/1.0E/301.4.2/1/2021. Subjects and their parents were briefed
on the study before they agreed to provide clinical data and cost-of-treatment data for this
observational study. Implied consent was obtained from parents and caregivers. General
data—including name, address, age, gender, weight, height, and telephone number—were
collected and recorded for all subjects. Likewise, specific data, for example, comorbid aller-
gic asthma and its duration, as well as details about other allergies and their medications,
were also recorded.

2.2. Subjects

Subjects in this study were children diagnosed with allergic rhinitis. Subjects’ inclusion
criteria included children aged 3-18 years with complete clinical and cost-of-treatment
data [16]. The diagnosis and treatment of AR and asthma are consistent with allergic
rhinitis and its impact on asthma (ARIA) [17] and the New Global Initiative for Asthma
(GINA) [18] and results of reactive skin tests using HDM allergens. Exclusion criteria
for subjects included abnormal shape in the anatomy of the nose and paranasal sinuses,
patients diagnosed with cancer, autoimmune disease, cerebral palsy, and Down syndrome.
Parents or legal guardians first received an explanation of the purpose of the study before
they agreed that their child’s clinical data belonged to us as our study data. They must
complete and sign the consent form if they agree to provide clinical data and cost-of-
treatment data for this observational study.

2.3. Study Design

A retrospective cohort study (2015-2020) compared the clinical improvement and
health care costs over 18 months in newly diagnosed AR children who received SCIT versus
matched AR control subjects who did not receive SCIT. The SCIT group and the non-SCIT
group consisted of 1098 subjects each (Figure 1). The SCIT group was the group that
received AR therapy plus SCIT HDM, while the non-SCIT group only received AR therapy.
The AR therapy given includes antihistamines, intranasal steroids, and systemic steroids,
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and subjects will be given bronchodilators, skin care, and physiotherapy according to the
symptoms of other accompanying allergic diseases [17,19]. The study examined data from
Children’s Allergy Consultant Private Clinic in Surabaya, Indonesia, from 1 January 2015
to 31 March 2020. HDM SCIT was given once a week for 14 weeks and then continued
once every 3 weeks until the 18th month. Data on weight, height, family allergy history,
symptom score, treatment score, symptom-treatment combination score, and comorbid
atopic conditions (asthma, conjunctivitis, and atopic dermatitis) before and after presenting
SCIT were recorded. Data on the frequency of consultations with physicians (family
physicians and specialists), hospitalizations (including emergencies), and rehabilitation
care or physiotherapy during the 18 months of SCIT indicated. Likewise, data regarding the
use of resources and funding for laboratory examinations, consultations with physicians
(family physicians and specialists), prescribed drugs, emergency care, outpatient care,
hospitalization, and travel costs for physician and medical examinations were documented
for 18 months. observation. All clinical data and cost-of-treatment data from patients and
physicians were documented by the research team into the study database.

Pediatric Allergy’s Consultant Private Practice — enrolled patient
All: N =7356

-treated Patients

Diagnosed with AR l No AR diagnosis
All: N =612 Al N=1230
- S
¥ L e o
No SCIT in the year preceding diagnosis Had SCIT in the year preceding diagnosis
All: N =5233 All: N =893
Had SCIT following new AR diagnosis No SCIT following new AR diagnosis
All: N =2920 All: N=2313
Eligible for matching: Had <18 months Eligible for matching:
Had >18 months continuous enrollment No SCIT administration
continuous enrollment after first SCIT All: N =2313
after first SCIT administration '
administration All: N=1123 .,
All: N = 1797 :
" Unmatched Controls
\ Unmatched SCIT- ' All: N =1215
Treated Patients
: All: N =699
Matched SCIT

All: N = 1098

Matched Control

Figure 1. The identification of matched samples. Note: The 8 matching variables were: age, sex, body weight, body height,
family history of allergy, symptoms, and medication scores at the SCIT initiation and comorbid atopic conditions (asthma,
conjunctivitis, and atopic dermatitis) during the year prior to the SCIT initiation.

2.4, Study Procedure

SCIT is given to patients whose symptoms have not been controlled by medical treat-
ment and symptomatic therapy. In accordance with the Indonesian Paediatric Society’s
treatment strategy, SCIT therapy can be given to patients whose symptoms cannot be
controlled with normal allergy medical treatment for at least 3 months. Subjects included
AR patients who experienced wheezing, coughing, and/or shortness of breath. In sub-
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jects with asthma, spirometry tests were performed. After proper treatment and their
asthma was well controlled as well as normal spirometry tests, SCIT was started. Adverse
reactions to SCIT are classified into 2 categories: local reactions and systemic reactions.
Local reactions were defined as erythema, pruritus, and swelling at the injection site. A
systemic reaction was defined as a life-threatening range from mild to very severe anaphy-
laxis [20]. The house dust mite allergen immunotherapy (Teaching Industry Allergen by
Dr. Soetomo Hospital-Airlangga University, Surabaya, Indonesia) used was an extract of
Dermatophagoides pteronyssinus with 11.3-26.6 ng/ml, via subcutaneous injection [21-23].
The dose of immunotherapy used every week varies: 0.1 cc (first week), 0.15 cc (second
week), 0.22 ce (third week), 0.32 cc (fourth week), 0.48 cc (week fifth), 0.72 cc (sixth week),
1 cc (seventh week), 0.1 cc (eighth week), 0.15 cc (ninth week), 0.22 cc (tenth week), 0.32 cc
(eleventh week), 0.48 cc (twelfth week), 0.72 cc (thirteenth week), and 1 cc (fourteenth
week) [22]. The use of HDM immunotherapy is based on previous studies in Indonesia
that stated that the most common types of HDM were Dertmatophagoides pteronyssinis (87%),
Dermatophagoides farinae (7%), and Bromia tropicalis (6%) [24]. Another study also states
that the most common HDM found in Indonesia is Dermatophagoides pteronyssinus, which
can be found in various places such as beds, floors, and sofas, while Dermatophagoides

farinae is most commonly found on sofas. Bromia tropicalis was the least compared to

Dermatophagoides pteronyssinus and Dermatophagoides farinae [25].

2.5. Outeomnies
2.5.1. Allergic Rhinitis Symptoms

AR and asthma symptoms were monitored according to allergic rhinitis and its impact
on asthma (ARIA) [17] and the Global Initiative for Asthma (GINA) guidelines [18]. Signs
and symptoms of AR include itchy nose, sneezing, rhinorrhea, or nasal congestion, as well
as itching of the roof of the mouth, post-nasal drip, and cough.

2.5.2. Measurement of SPT (Skin Prick Test) and Serum Specific [gE Levels

The skin prick test (SPT) was applied to all patients to check their sensitivity to the
following HDM allergens (Allergopharma, Reinbek, Germany). Their reactivity to HDM
allergens in SPT was identified through allergen-induced wheals equal to or larger in diam-
eter than histamine-induced wheals. The measurement of serum-specific IgE levels used
an enzyme-linked immunosorbent assay /ELISA (Euroline TM; Euroimmun AG, Liibeck,
Germany). Not all subjects were examined for spHDM IgE levels but were randomly
selected by 10% of the total sample. An indirect ELISA examination was conducted by
taking up to 6 mL of the subject’s blood serum from the vein, which was then rotated
at 3000 rpm for 15 min. The serum was stored at —20 °C to keep the condition stable.
Specific ring allergens for certain allergens were inserted in the wells and then incubated
with the patient’s sample. Should the patient’s sample be positive, the specific IgE in the
subject’s serum would bind ta the allergen. This antibody—gene binding could be detected
by adding a monoclonal anti-human IgE conjugate. The length of time to check serum IgE
levels was 3.5 h. The serum IgE determination was in the range of 0.35-100 kU /L.

2.5.3. Measurement of Symptom Scores and Drug Scores

The measurement of symptom scores, drug scores, and symptom and drug combined
scores is a form of clinical evaluation in addition to measuring SPT for household dust
mites and specific IgE (for HDM). Clinical evaluations were carried out during the study
period, which began on 1 January 2014 and ended on 31 March 2020. Subject diary cards
recorded symptoms (nose, eyes, mouth, and lungs) and treatment scores (antihistamines,
local steroid drugs, systemic steroids), including symptoms in the nose (sneezing, stuffiness
and runny nose), eyes (itching, redness, tears and swelling), mouth and throat (itching
and dryness), and chest (shortness of breath, coughing, wheezing, and tightness), on
a scale of 0-3 (with a score of ‘0" indicating no symptoms and ‘1,” ‘2,” and ‘3’ showing
mild, moderate, and severe symptoms, respectively). The daily treatment score is scored
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based on the type and amount of rescue medication used each day. In addition, each
dose of decongestant, antihistamine, and inhaled corticosteroid used was marked as 1 [26].
Asthma symptoms were recorded daily for the entire treatment period on the scorecard.
Daytime symptom scores included: 0—no symptoms; I—wheezing; 2—temporary asthma
attacks; 3—permanent asthma. Overnight symptom score included: 0—no symptoms;
1—wheezing; 2—1-2 asthma attacks; 3—more than 3 asthma attacks. Any additional
medication required for the treatment of asthma was also recorded on a daily basis [27]. The
level of asthma control was recorded in each patient’s standard hospital record according
to the GINA guidelines. Subject diary cards recorded symptom scores and treatment scores,
including daytime symptoms, activity limitations, night time symptoms or awakening,
need for relief or rescue medication, lung function, and history of exacerbations. All patients
were evaluated on symptom scores, drug scores, and symptom and drug combined scores
per period (trimester 1, trimester 2, semester 2, semester 3) after starting the observation.

2.5.4. Measurement of AR and SCIT Treatment Costs

The medical costs associated with each treatment are calculated as the total costs
associated with the following categories of resource use: all-cause admissions, SCIT-
related outpatient visits, and non-SCIT-related outpatient visits. The total cost per period
(frimester 1, trimester 2, semester 2, semester 3) is calculated based on the cost per unit
usage and data usage accordingly. The AR care expense calculated here is due to medical
costs (e.g., medical services used for treatment) and travel costs for travel for physician
and medical examinations. Direct non-medical costs (e.g., caregiver costs and household
modifications), as well as indirect costs of disability, early retirement, and parent’s job
loss due to childcare activities, were not documented in this study. The cost is calculated
by multiplying the frequency of diagnostic and treatment services by the cost of each
activity. The unit cost at the 2020 price is used to estimate the use of health care resources to
determine the cost of managing patients in Indonesia in both groups (SCIT and non-SCIT).
The cost for private outpatient services for a specialist or family doctor is TDR 150,000.
The prescribed medication is documented from patient records. Hospitalization costs
are calculated using the daily average rate for accommodation (IDR 850,000), medical
services (IDR 200,000), and rehabilitation therapy (IDR 775,000). The following direct
costs are noted, based on clinical studies: medications (antihistamines, corticosteroids,
and bronchodilators), skin care, physiotherapy, allergen immunotherapy, and hospital
health care. The time horizons in the cost analysis were set to 3, 6, 9, and 18 months
(trimester 1, trimester 2, semester 2, semester 3). The reason is that the SCIT outcome will
provide valuable information after 3, 6, 9, and 18 months. Cost per patient for drugs is
based on prices from pharmacies in Indonesia and is calculated assuming the intake of
antihistamines based on cetirizine (0.25 mg/kg/dose every 12-24 h and a price of IDR
14,730 per 5 mg/mL 60 mL bottle syrup), pseudo ephedrine (0.25-1.0 mg/kg/dose every
3 to4 h and priced at IDR 77,000 per 60 mL bottle), intranasal corticosteroids (based on
fluticasone or mometasone, 50 mcg, 2 puffs/day, and a price of IDR 240,000 per puff
package), fluticasone/mometasone-based inhaled corticosteroid, 125 mcg, 2 puffs/day,
and a price of IDR 225,000 per 120 puff package), a salbutamol-based bronchodilator
(0.1 mg/kg/dose every 8 h and a price of IDR 120,521 per 2 mg/5 mL bottle syrup 60 mL),
oral corticosteroid based on oral methylprednisolone (0.5-1.0 mg/kg/dose every 12 to 24 h
with a maximum dose; 60 mg/4 h and a price of IDR 7163 per 8 mg tablet). Treatment
of oral H1 antihistamines and intranasal corticosteroids were prescribed to all patients
for a minimum of 3 months. Oral antihistamines H1 and intranasal corticosteroids are
prescribed for AR, and inhaled corticosteroids are prescribed for patients with asthma.
Laboratory costs that are calculated specifically are costs for diagnosing allergic rhinitis
and its comorbidities with allergic causes, including costs for radiological examinations,
SPT and HDM-specific IgE. Travel costs for travel for physician and medical examinations
are based on geographic location and the distance between the patient’s residence and the
doctor’s practice. This travel cost calculation uses the standard cost of taxis, flights, hotels,
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and other travel costs adjusted to the rates that apply at the location where the patient lives.
The unit cost at the 2020 price is used to estimate the use of travel costs.

2.6. Statistical Analysis

A sample size of 2196 patients provided sufficient strength (90%) with a Minimum
Detectable Effect (MDE) of 0.125 between the 1098 subjects in the SCIT group and the
1098 subjects in the control group (p = 0.01). Each patient in the group treated with SCIT
matched at least 1 patient in the control group on all 8 of the following variables: age group,
gender, physician specialist at referral, family allergy history, symptom score, treatment
score at the initiation of SCIT, and comorbid atopic conditions (asthma, conjunctivitis, and
atopic dermatitis) as long as they are worn before the initiation of SCIT. Control patients
who were matched for these variables must also have at least 18 months of data after
their match date. If patients treated with SCIT could not be matched on all 8 variables
for at least 1 control patient, then patients treated with SCIT were excluded from further
analysis. The data were first tested using Kolmogorov—-Smirnov. Furthermore, data on
participant’s characteristics were analysed using independent #-test or the Mann—Whitney
test. In addition, other measurement results were analysed using an independent f-test or
Mann—Whitney test and a dependent {-test or Wilcoxon test. The statistical test results
were declared significant if p < 0.05. Data analysis used IBM SPSS Statistics software
version 23.0 (IBM Corp., Armonk, NY, USA).

3. Results
3.1. Characteristics of Study Participant

Figure 1 displays the results of the sample identification procedures. Among all
Paediatric Allergy Immunology Consultant’ patients enrolees (n = 7356), among whom
there were 83.7% (6126 /7356) received a diagnosis of AR; among the 6126 enrolees with
newly diagnosed AR, 47.8% (2920) received de novo SCIT. Overall, there were 1797 SCIT-
treated patients and 2313 control subjects eligible for matching; from this pool, 1098 SCIT-
treated patients were matched to 1098 control subjects.

The distribution of the children with allergic rhinitis that were recruited as subjects of
this study based on geographic area in Indonesia, as shown in Figure 2. A total of 2196 chil-
dren with allergic rhinitis from 92 Districts in the Republic of Indonesia were recruited
as subjects of this study, they came from (District and number of children): Surabaya 879,
Sidoarjo 425, Jombang 135, Kupang 95, Lamongan 77, Gresik 40, Kediri 31, Pamekasan 31,
Sampang 31, Jember 30, Sumenep 29, Mataram 28, Lumajang 27, Tulungagung 24, Mo-
jokerto 21, Tuban 20, Balikpapan 18, Pasuruan 17, Bangkalan 16, Bojonegoro 14, Madiun
12, Nganjuk 12, Samarinda 12, Probolinggo 11, Denpasar 9, Lumajang 9, Sampit 6, Banjar-
masin 5, Banyuwangi 5, Kertosono 5, Magetan 5, Malang 5, Palangkaraya 5, Pamekasan
5, Bondowoso 4, Nabire 4, Situbondo 4, Sorong 4, Mataram 3, Martapura 3, Maumere 3,
Merauke 3, Muaratewe 3, Porong 3, Tarakan 3, Trenggalek 3, Waingapu 3, Bandung 2,
Batulicin 2, Blitar 2, Cepu 2, Jakarta 2, Jayapura 2, Manado 2, Mojokerto 2, Palu 2, Pandaan
2, Pangkalan Boen 2, Semarang 2, Sumbawa 2, Alor 1, Ambon 1, Bandar Lampung 1, Bangil
1, Batu 1, Baubau 1, Berau 1, Besuki 1, Bima 1, Blega 1, Blora 1, Ende 1, Flores 1, Jambi 1,
Kavamenano 1, Kotabaru 1, Kutai 1, Lawang 1, Makasar 1, Palembang 1, Parigi 1, Prigen 1,
Sangata 1, Saumlaku 1, Sepanjang 1, Singaraja 1, Soe 1, Solo 1, Tanah Grogot 1, Timika 1,
Timor 1, Tobelo 1, and Wonosobo 1. Subjects come from almost all islands in the Republic
of Indonesia, consisting of (Name of Island or Islands and Number of children): Java
1956, islands in Nusa Tenggara 142, Kalimantan 68, islands in Papua 13, Bali 10, islands in
Maluku 3, Sulawesi 2, and Sumatra 2.
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Figure 2. The distribution of the 2196 children with allergic rhinitis that were recruited as subjects of this study based on
geographic area in Indonesia (Island, Province or Area).

Table 1 shows stratification according to sex, age, body weight/height, comorbid
illness, and illness severity. The 1098 children in the SCIT-treated matched sample were
predominantly male (63.4%); the mean age at the initial AR diagnosis was 5.5 (SD 3.51)
years; mean body weight at the initial AR diagnosis was 12.6 (SD, 2.35) kilograms; the
mean body height at the initial AR diagnosis was 84.7 (SD, 19.83) centimetres. In the
year before their initial AR diagnoses, the majority (87.3%) of these children experienced
one comorbid disease burden, and the rates of: asthma, atopic dermatitis, sinusitis, and
conjunctivitis were 54.0%, 9.1%, 1.1%, and 0.3%, respectively. In total, 88.6% of our subjects
were previously treated by a paediatrician, whilst those previously treated by family
doctors, ENT specialists, and dermatologists, were 2.5%, 2.6%, and 6.3%, respectively. The
majority of severity at the initial AR diagnosis was moderate, and the rate of the severity of
mild, moderate, and severe were 46.6%, 46,6%, and 6.7%, respectively. Children originated
equally from East Java Region 1 (Surabaya) 43.9%, East Java Region 5 (Bojonegoro) 37.1%,
East Java Region 4 (Jember) 4.2%, East Java Region 3 (Madiun) 2.8%, and East Java Region
2 (Malang) 1.3%, as well as from outer Province (0.4%) and outer Java Island (10.1%). As
shown in Table 1 compared with matched control subjects, children who subsequently
received SCIT experienced significantly more overall comorbid disease burden in the
year before SCIT initiation. Whereas asthma and atopic eczema occurred significantly
less frequently among matched controls, rates of other diseases of the upper respiratory
tract, such as sinusitis and other respiratory system diseases, such as bronchitis, were
significantly higher among SCIT-treated patients.
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Table 1. Characteristics Subjects.

SCIT Group Control Group

Characteristics (= 1.098) (1 = 1,008) P
Age category (years), i (%)
0-1 44 (4.0) 48 (4.4) 0.199
2-5 542 (49.4) 538 (49.0)
6-12 432 [39.3) 458 (41.7)
13-18 54 4.9) 36 (3.3)
18+ 26 (2.4) 18 (L&)
Sex, 11 (V)
Male 696 (63.4) 704 (64.1) 0.722
Female 402 (36.6) 394 (35.9)
AR—associated conditions, i (%)
Asthma, n (%) 593 (54.0) 36 (36.1) 0.000
Bronchitis, n (%) 431 (39.3) 700 (63.8) 0.000
Atopic dermatitis, 1 (%) 100 (9.1) 85 (27 0.249
Sinusitis, 1 (%) 12 (L1 106 9.7} 0.000
Conjunctivilis, 1 (%) 3 (0.3) a (0.0) 0.083
GI Problem, # (%) Z (0.6) ] 0.3) 0.205
Urticaria, 7 (%) 14 (1.3) 20 11.8) 0.300
Nutrition Status
BW (kgs), mean (SD) 128 (2.35) 12.7 (2.33) 0.7al
BH (¢m), mean (SD) 84.7 (19.84) 842 (19.24) 0.530
% BW/ Age 823 (3.29) 823 (3.26) 0.938
Y BH/Ago 779 (4.11) 779 (4.07) 0.938
Number of comnrbidity, n (%)
i 40 (3.6} 11 (1.0 0.000
1 959 (87.3) 870 (79.2)
2 96 (8.7) 211 (19.2)
3 3 (0.3) 6 (0.5)
Physician specialty of referval, 1 (%)
Primary care/general practitioner 27 (2.5) 27 2.5) 0277
Paediatrician 973 (88.6) 952 (86.7)
ENT specialists 69 (6.3) 74 (6.7)
Permatologist 29 (2.6) 45 4.1)
Geographie region, 1 (%)
East Java Region 5 (Bojonegoro) 410 (37.3) 361 (329 0.325
Easl Java Region 4 (Jember) 46 (4.2) 45 (41)
Fast Java Region 3 (Madiun) kKl (2.8) 27 (2.5)
Cast Java Region 2 (Malang) 14 (1.3) 17 (1.5)
East Java Region 1 (Surabaya) 482 (43.9) 510 (46.4)
Quter Province 4 (0.4) rd (0.6)
Outer Island 111 (10.1) 131 {11.9)
Baseline Symptom Score (55}, mean (5D) 2.7 (0.48) 27 (0.45) 0.398
Baseling 51‘?;3;3“?9? S @1 93 4.15) 0.807
Level of spHIDM IgE (kU/mL), mean (5D)
{Checked randomly by 10% of the total 205 (8.75) 20.3 (8.66) 0.685

sample)

3.2. Symptom Scores, Drug Scores, SPT of House-Dust-Mite Diameter, I¢E-Specific
House-Dust-Mite

Table 2 shows the effect of SCIT on symptom scores, drug scores, SPT of house-dust-
mite diameters, and [gE-specific house-dust-mites. The mean symptom score (S5) of the
children in the first trimester (0-3 months) in the SCIT group was 2.4 (SD 0.61), similar to
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that in the non-SCIT group. Likewise, the medication score (MS) and combination symptom
and medication score (CSMS) are the same in the first trimester. The decline in SS to 1.7 in
4-6 months, to 0.8 in 7-12 months, and a slight increase to 1.2 in 13-18 months occurred
with SCIT. Meanwhile, in the non-SCIT group, scores did not decrease at 4-6 months, fell
slightly to 2.2 at 7-12 months, and to 2.0 at 13-18 months. There was a significant difference
in 55 reduction with SCIT from 4-6 months to 13-18 months. The reduction in SS score on
SCIT was 1.8 (SD 0.45) significantly different (p = 0.000) from the reduction in SS score on
non-SCIT (0.4 (SD 0.48)).

Table 2. The effect of SCIT on symptom scores, drug scores, SPT of house-dust-mite diameter, IgE-specific house-dust-mite.

= =
Symptom Score (S5), mean (5D)
e  0-3 months 27 (0.48) 2.7 (0.45) 0.390
e  4—6 months 1.7 (0.53) 24 (0.48) 0.000
s  7-12 months 0.8 (0.61) 22 (0.69) 0.000
® 13-18 months 12 (0.39) 2.0 (0.46) 0.000
® Difference before-after 1.8 (0.45) 0.4 (0.48) 0.000
Medication Score (MS), mean (SD)

e 0-3 months 2.6 (0.48) 2.6 (0.48) (.860
e  4-6 months 1.7 (0.53) 24 (0.48) 0.000
s  7-12 months 0.8 (0.61) 22 (0.69) 0.000
e 1318 months 0.4 (0.59) 22 (0.69) 0.000
e  Difference before-after 2.3 (0.59) 0.4 (0.49) 0.000
Combination Symptom & Medication Score (CSMS), mean (SD)

e (-3 months 5.0 (0.76) 5.0 (0.76) 0.955
e  4-6 months 35 (1.07) 47 (0.96) 0.000
e 7-12 months 16 (1.23) 44 (1.38) 0.000
e  13-18 months 1.5 {0.74) 4.2 (0.68) 0.000
e  Difference before-after 4.1 (0.80) 0.8 (0.84) 0.000

Skin Prick Test Diameter (Mite) (mm), mean (SD)
® before 9.3 (4.17) 9.3 {4.15) 0.807
e affer 6.2 (1.14) 7.6 (3.91) 0.000
° Difference 24 (1.26) 1.7 (0.71) 0.000
Level of spHDM IgE (kU /mL), mean (5D} (Checked randomly by
10% of the total sample)

o Bk 205 (8.75) 20.3 (8.66) 0.685
e after 12.1 (3.07) 16.4 (9.58) 0.000
e  Difference 8.4 (8.93) 3.9 (1.73) 0.000

The mean medication score (MS) of the first trimester (0-3 months) in the SCIT
group was 2.6 (SD 0.48), the same as in the non-SCIT group. The decline in MS to 1.7 at
4-6 months, to (.8 at 7-12 months, and to 0.4 at 13-18 months occurred in the SCIT group.
Meanwhile, for non-SCIT, the MS score decreased to 2.4 at 46 months, to 2.2 at 7-12 months
and remained 2.2 at 13-18 months. There was a significant difference in the decline in
MS at SCIT from 4-6 months to 13—18 months. The reduction in MS score on SCIT was
2.3 (SD 0.59) significantly different (p = 0.000) from the reduction in MS score on non-SCIT
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(0.4 (SD 0.49)). The mean combination symptom and medication score (CSMS) in the
first trimester (0-3 months) in the SCIT group was 5.0 (SD 0.76), similar to that in the
non-SCIT group. The decrease in CSMS to 3.5 in 4-6 months, to 1.6 in 7-12 months, and
to 1.5 in 13-18 months occurred in the SCIT group. Meanwhile, for non-SCIT, the CSMS
score decreased to 4.7 in 4-6 months, to 4.4 at 7-12 months, and to 4.2 at 13—18 months.
There was a significant difference in the decrease in CSMS at SCIT from 4-6 months to
13-18 months. The reduction of the CSMS score on SCIT was 4.1 (SD 0.80) and significantly
different (p = 0.000) from the reduction of the CSMS score on non-SCIT (0.8 (SD 0.84)).

The mean SPT mite diameter (mm) and sp-HDM-IgE level (kU/mL) in the SCIT group
were 9.3 (SD 4.17) mm and 20.5 (SD 8.75) kU/mL, respectively, which were not significantly
different from the non-SCIT group at the beginning of observation (0 months). The decrease
in SPT mite diameter (mm) from 9.3 (SD 4.17) mm at the beginning of observation (0 months)
to 6.2 (5D 1.14) mm at the end of the observation (18 months) occurred in the SCIT group.
Meanwhile, in the non-SCIT group, there was also a decrease in SPT Mite diameter (mm)
from 9.3 (SD 4.15) mm at the beginning of the observation to 7.6 (SD 3.91) mm at the end of
the observation (18 months). There was a significant difference in SPT Mite diameter (mm)
between the SCIT and non-SCIT groups after 18 months of observation. The reduction
diameter of SPT Mite (mm) on SCIT was 2.4 (SD 1.26) and significantly different (p = 0.000)
from the reduction diameter of SPT Mite (imm) in non-SCIT (1.7 (SD 0.71)).

The decrease in sp-HDM-IgE level (kU /mL) from 20.5 (SD 8.75) kU/mL at baseline
of observation (0 months) to 12.1 (SD 3.07) kU/mL at the end of observation (18 months)
occurred in the SCIT group. Meanwhile, in the non-5CIT group, there was also a decrease
in the sp-HDM-IgE level (kU/mL) from 20.3 (SD 8.66) kU/mL at the beginning of the
observation to 16.4 (SD 9.58) kU /mL at the end of the observation (18 months). There was
a significant difference in sp-HDM-IgE levels (kU/mL) between the SCIT and non-SCIT
groups after 18 months of observation. Reduction level of sp-HDM-IgE (kU/mL) on SCIT
was 8.4 (SD 8.93) kU/mL significantly different (p = 0.000) with reduction of sp-HDM-IgE
level (kU /mL} in non-SCIT (3.9 (SD 1.73)).

Table 3 shows each effect of SCIT on points of symptoms (nasal, eye, and lung symptoms).

Table 3. The effect of SCIT on points of symptoms (Nasal, Eye, and Lung Symptoms).

Points of Symptom Baseline 0-3 Months 4-6 Months 7-12 Months 13-18 Months
Total Points of Symplom,
mean (50)

SCIT Group Mean (SD) 16.2 (2.75) 7.2(1.84) 5.2 (1.60) 2.5 (1.84) 3.5(1.18)
Non SCIT (Control) Group Mean (5D) 16.3 (2.70) 7.2 (1.84) 7.1 (1.44) 6.6 (2.07) 6.1 (1.39)

b 0.398 0.944 0.000 0.000 0.000

Nasal Symptom Points of Itchy
Nose, mean (SD)

SCIT Group Mean (SD) 2.7 (0.44) 1.2 (0.87) 1.6 (0.48) 0.8 (0.56) 1.1 (0.39)
Non SCIT (Control) Group Mean (SD} 2.8(0.43) 1.3 (0.78) 1.8 (0.42} 1.7 (0.46) 1.54 (0.88)

bl 0.374 0.010 0.000 0.000 0.000

Nasal Symptom Points of
Sneezing, mean (SD)

SCIT Group Mean (5D} 2.9(0.28) 1.4 (1.03) 1.7 (0.61) 0.8 (0.58) 1.1 (041}
Non SCIT (Control) Group Mean (5D) 2.9(0.28) 1.5 (1.00) 2.4 (0.68) 1.9 (0.64) 1.7 (1.01)

7 0.818 0.001 0.000 0.000 0.000

Nasal Symptom Points of Runny
Nose (rhinorrhea), mean (SI)

SCIT Group Mean (SD) 2.7 (0.44) 1.0 (0.63) 1.6 (0.49) 0.6 (0.55}) 1.1 (0.39)
Non SCIT (Control) Group Mean (SD) 2.8 (0.43) 1.2{0.67 1.8 (0.43) 1.6 (0.49) 1.5 (0.88)

n 0.374 0.000 1L000 0.000 0.000
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Table 3. Cont.

Points of Symptom Baseline 0-3 Months 4-6 Months 7-12 Months 13-18 Months
Nasal Symprom Points of
Blocked Nose (nasal congestion),
mean (SD)
SCIT Group Mean (5D) 2.6 (0.89) 19 (1.43) 0.2 (0.64) 0.1 (0.37) 0.0 (0.36)
Non SCIT (Control) Group Mean (SD) 2.7 (.86} 1.9(1.45) 0.9(1.17) 1.0 (1.44) LI{1.44)
P (L508 0.953 0.000 0.000 0.000
Poinis of Eye Symptom, mean
(SD)
SCIT Group Mean (SD) 2.7 (0.44) 0.2 (0.55) 0.0 (0.00) 0.0 (0.13) 0.0 (0.00)
Nen SCIT (Control} Group Mean (5D) 2.8 (0.43) 0.2 (0.64) 0.0 (0.00) 0.0 (0,00) 0.0 (0.00)
i 0.374 0.007 (.00 0.000 0.000
Points of Lung Symptom, mean
(SD)
SCIT Group Mean (SD) 2.1 (1.30) 1.6 (1.48) 0.0 (0.36) 0.0(0.21) 0.0 (0.18)
Non SCIT (Control) Group Mean (SD) 2.1(1.31) 1.1 (1.43) 0.3(0.94) 0.3(0.94) 0.3 (0.92)
n 0.769 0.000 0.000 0.000 0.000

3.3. Frequencies of Resources Utilization

Table 4 shows resource utilization, such as physician and medical prescription. The
average number of times SCIT group children visited a physician in 0-3 months (the first
trimester), 4-6 months (second trimester), 7-12 months (second semester), 13-18 months
(third semester), and in total, 18 months was 9.1 (SD 2.69) times, 9.1 (SD 0.50) times,
8.1(SD 0.44) times, 3.5 (SD 1.18) times, and 29.8 (SD 3.34) times, respectively, and at the
same time, the average number of medical prescriptions required was 29.7 (SD 10.87) times,
15.9 (5D 5.26) times, 6.7 (SD 4.96) times, 1.4 (SD 3.02) times, and 53.7 (SD 17.79) times,
respectively.

Table 4. Frequencies of resources utilization.

Health Care Use 0-3 Months 4—6 Months 7-12 Months 13-18 Months Total
Physician Visit

SCIT Group Mean 9.1 9.1 8.1 3.5 29.8

SD (2.69) (0.50) (0.44) (1.18) (3.34)

Non SCIT (Control) Group Mean 9.5 8.2 7.6 6.1 314
SD (2.42) (1.99) (1.64) (1.39) (7.07)

7 0.220 (.000 0.000 0.000 0.000

Medical Prescription

SCIT Group Mean 29.7 159 6.7 1.4 53.7
sD (10.87) (5.26) (4.96) (3.02) (17.79)

Non SCIT (Control) Group Mean 30.0 19.8 17.1 14.0 80.9
sD {10.41) (4.86) (5.73) (5.46) (20.70)

r 0.537 0.000 0.000 0.000 0.000

Hospitalizations

SCIT Group Mean 0.00 0.01 0.01 0.00 0.03

SD (0.09) (0.19) (0.17) (0.03) (0.27)

Non SCIT (Control) Group Mean 0.01 0.01 0.01 0.01 0.04
sD (0.16) (0.19) (0.19) {0.30) (0.43)

P 0.317 1.000 0.811 0.371 0.313

The average number of times non-SCIT group children visited a physician in (-3 months
(the first trimester), 4-6 months (second trimester), 7-12 months (second semester), 13-18 months
(third semester), and in total, 18 months was 9.5 (SD 2.42) times, 8.2 (SD 1.99) times,
7.6 (SD 1.64) times, 6.1 (SD 1.39) times, and 31.4 (SD 7.07) times, respectively, and at the
same time, the average number of medical prescriptions required was 30.0 (SD 10.41) times,
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19.8 (SD 4.86) times, 17.1 (SD 5.73) times, 14.0 (SD 5.46) times, and 80.9 (SD 20.70) times,
respectively.

The average number of times children visited a physician in 4-6 months (second
trimester) and 7-12 months (second semester) in the SCIT group were higher than the
non-SCIT group but, in the past 13-18 months (third semester), were lower than the non-
SCIT group. The average number of medical prescriptions required in 0-3 months (the
first trimester) was not significantly different between the SCIT group and the non-SCIT
group. However, from since second trimester (4-6 months), the average number of medical
prescriptions in the SCIT group were lower than the non-SCIT group.

The most common agents of medical prescriptions used by AR patients were anti-
histamine/decongestant combinations w/or w /o analgesic or cough suppressant 42.8%
(7731 times), followed by local (nasal) corticosteroids, w/or w/o inhaled corticosteroids
33.4% (6032 times); systemic corticosteroids 14.7% (2663 times); inhaled long-acting 2 ago-
nists, w/or w/o short-acting B2 agonists 7.6% (1379 times); and emollient 1.4% (259 times).
Drug agents were used more by the non-SCIT group (11,251 times) than by the SCIT group
(6828 times). AR patients were mainly treated with oral antihistamines. Patients suffering
from both illnesses often received intranasal agents (e.g., beclomethasone dipropionate
or disodium cromoglycate) and inhaled disodium cromoglycate/nedocromil. The use of
prescribed inhaled sympathomimetics and corticosteroids increased proportionately to
illness severity.

Children in the SCIT group decreased the average number of medication episodes
over 18 months from 1.0 to 0.66 (34.0%) for antihistamine/decongestant combinations
w/or w/o analgesic or cough; from 1.0 to 0.44 (56.3%) for local (nasal) corticosteroids,
w/or w/o inhaled corticosteroids; from 0.63 to 0.19 (70.4%) for systemic corticosteroids;
from 0.45 to 0.01 (87.3%) for inhaled long-acting f3; agonists, w/or w/o short-acting g
agonists; from 0.08 to 0.01 (87.0%) for emollient. Children in the non-SCIT decreased
the average number of medication episodes over 18 months from 1.0 to 1.0 (0.0%) for
antihistamine/decongestant combinations w/or w/o analgesic or cough; from 1.0 to
0.84 (15.7%) for local (nasal) corticosteroids, w /or w/o inhaled corticosteroids; from 0.63 to
0.19 (70.4%) for systemic corticosteroids; from 0.36 to (.11 (69.2%) for inhaled long-acting
B2; from 0.08 to 0.02 (73.0%) for emollient.

A few hospitalizations occurred during the study. Overall, 1.3% (n = 30) were treated
as inpatients, for an average of 2.3 days (5D 0.83) in the SCIT Group (1 = 14) and for an
average of 3.1 days (SD 1.91) in the non-SCIT Group (1 = 16). In terms of the number of
inpatient stays over the 18-month period, SCIT-treated children had significantly fewer
inpatient stays than their matched counterparts. A few hospitalizations occurred during
the study. Overall, 1.3% (n = 30) were treated as inpatients, for an average of 2.3 days (SD
0.83) in the SCIT group (n = 14) and for an average of 3.1 days (SD 1.91) in the non-SCIT
group (1 = 16). In terms of the number of inpatient stays over the 18-month period, SCIT-
treated children had significantly fewer inpatient stays than their matched counterparts.
The average number of hospitalizations required in all periods of observations was not
significantly different between the SCIT group and the non-SCIT group.

3.4. Medical Costs

Table 5 shows pharmacotherapy and physiotherapy costs. For antihistamine /decongestant
combinations w/or w/o analgesic or cough, the total average cost was IDR 3,061,626.6
(5D 1,490,628.18) in the SCIT group and IDR 33,699.2 (SD 1,566,519.59) in the non-SCIT
group. For local (nasal) corticosteroids, w/or w/o inhaled corticosteroids, the total av-
erage cost was IDR 7,543,623.5 (SD 4504589.31) in the SCIT group and IDR 11,432,952.5
(5D 5,268,534.95) in the non-SCIT group. For systemic corticosteroids, the total average cost
was IDR 941,928.0 (SD 919,279.26) in the SCIT group and IDR 1,787,334.1 (SD 1,700,252.88)
in the non-SCIT group. For inhaled long-acting 2 agonists, w/or w/o short-acting f,
agonists, the total average cost was TDR 262,012.8 (SD 284,388.49) in the SCIT group and
IDR 271,779.07 (SD 444,767.99) in the non-SCIT group.
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Table 5. Pharmacotherapy and physiotherapy costs.

Pharmacotherapy (X IDR 1000)

ik 0-3 Months  4-6 Months  7-12Months  13-18 Months Total
Antihistamine /decongestant
combinations w/or w/o analgesic
or cough suppressant (X IDR 1000)
SCIT Group Mean 1102 1104 721 135 5062
sSD (569.4) (459.4) (577.8) (258.2) (1490.6)
Non SCIT (Control) Group Mean 1017 880 B18 655 3370
SD (496.0) (418.4) (378.7) (297.5) (1566.5)
P 0.000 0.000 0.000 0.000 0.000
Local (nasal) corticosteroids, w/or
w /o Inhaled corticosteroids
(X IDR 1000)
SCIT Group Mean 3975 2774 315 430 7544
SD (1973.6) (2252.8) (1131.6) (898.9) (4504.6)
Non SCIT (Control) Group Mean 3601 3120 2389 2323 11,433
sSD (1744.6) (1480.3) (1565.4) (1067.1) (5268.5)
P 0.220 0.000 0.000 0.000 0.000
Systemic corticosteroids
(X IDR 1000)
SCIT Group Mean 858 57 15 13 942
sD (757.8) (268.9) (127.5) (110.4) (919.3)
Non SCIT (Control) Group Mean 820 344 331 292 1787
SD (694.6) (475.1) (457.8) (405 4) (1700.3)
p 0.000 0.000 0.000 0.000 0.000
Inhaled long-acting 32 agonists,
w/or w/o Short-acting 32
agonists (X TDR 1000)
SCIT Group Mean 254 6 1 1 262
sD (269.4) (50.8) (20.4) (17.5) (284.4)
Non SCIT (Control) Group Mean 166 37 37 32 272
SD (237.0) (107.7) (105.0) (92.2) (444.8)
P 0.160 0.001 0.000 0.000 0.379
Skin Care (X IDR 1000)
SCIT Group Mean 123 3 2 1 129
SD (431.5) (67.6) (57.5) (49.3) (487.0)
Non SCIT (Control) Group Mean 98 19 18 16 151
SD (374.3) (143.3) (136.9) (122.6) (652.4)

P 0.000 0.000 0.000 0,000 0.000
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Table 5. Cont.

Pharmacotherapy (X IDR 1000)

Casts

(-3 Months 4-6 Months  7-12 Months  13-18 Months Total

Physiotherapy (X IDR 1000)

SCIT Group Mean 85 5 5 4 99
sSD (822.3) (163.7) (163.7) (140.3) (1033.3)
Non SCIT (Control) Group Mean 748 63 59 53 923
5D (2373.4) (563.4) (524.6) (478.3) (3137.0)
v 0.000 0.001 0.001 0.001 0.000
Total Pharmaco-physiotherapy
(X IDR 1000)
SCIT Group Mean 6396 3948 1058 635 12,037
sD (3103.4) (2561.3) (1490.9) (1245.3) (6699.0)
Non SCIT (Control) Group Mean 6450 4464 3651 3371 17,935
SD (3483.7) (1945.5) (2024.5) (1538.9) (7661.5)
P 0.703 0.000 0.000 0.000 0.000

In the SCIT group, the average costs of antihistamine/decongestant combinations
w/or w/o analgesic or cough suppressant in -3 months (the first trimester) and 4-6 months
(second trimester) but, from 7-12 months (second semester), was lower than the non-SCIT
group. The average costs of systemic corticosteroids and skin care in 0-3 months were
higher than the non-SCIT group but from 4-6 months (second trimester) was lower than
the non-SCIT group. The average costs of local (nasal) corticosteroids, w/or w/o inhaled
corticosteroids, inhaled long-acting B2 agonists, w/or w/o short-acting B2 agonists, in
the SCIT group were not different with the non-SCIT group but after 4-6 months (second
trimester) until 13-18 months (third semester) were lower than the non-SCIT group.

Physiotherapy was prescribed for 7.4% (1 = 163) of all patients. In the SCIT group, the
rate of rehabilitation prescription in 0-3 months (the first trimester), 4-6 months (second
trimester), 7-12 months (second semester), and 13-18 months (third semester) was 1.1%,
0.1%, 0.1%, and 0.1%, respectively. In the non-SCIT group, the rate of rehabilitation pre-
scriptions in 0-3 months (the first trimester), 4-6 months (second trimester), 7-12 months
(second semester), and 13-18 months (third semester) was 9.7%, 1.3%, 1.3%, and 1.3%, re-
spectively. For skin care (emollient), the total average cost was IDR 129,207.7 (SD 487,025.11)
in the SCIT group and IDR 150, 831.5 (SD 652,406.98) in the non-SCIT group. The average
costs of physiotherapy in the 18-month period evaluation were lower than the non-SCIT
group. The mean total cost for all types of pharmacotherapies given to AR children in this
study during the 18 months of observation in the SCIT group was lower than that in the
non-5CIT group. SCIT-treated children incurred significantly lower total pharmacotherapy
costs than their matched counterparts.

The average of total pharmaco-physiotherapy costs in 0-3 months (IDR 6,396,033.2 (SD
IDR 3,483,707.81)) in the SCIT group was no different from the non-SCIT group (IDR
6,449,759.4 (SD DR 33,103,405.56)), but from 4-6 months (second trimester), the average of
total pharmaco-physiotherapy in the SCIT group was lower than the non-SCIT group. The
average of total pharmaco-physiotherapy given to AR children in this study during the
18 months of observation in the SCIT group (IDR 12,037,214.6 (SD IDR 6,699,040.21) was
lower than that in the non-SCIT group (IDR 17,935,392.6 (SD IDR 7,661,506.27)). The mean
18-month per-patient cost savings for outpatient visits achieved by the SCIT group was
almost 1.5 times greater (IDR 12,037,215 vs. IDR 17,935,393 p < 0.0001) than that achieved
by the non-SCIT group compared with matched control subjects, patients who received
SCIT incurred significantly lower mean per-patient total health care costs within 3 months
of treatment initiation; this significant effect persisted over the 18-month follow-up period.
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Significant differences (p < 0.0001) in mean total health care costs occurred at 3-, 6-, 12-, and
18-month follow-up.

In the SCIT group, the average of physician costs in 03 months (the first trimester) and
in 13-18 months (third semester) were lower than the non-SCIT group, but in 4-6 months
(second trimester) and in 7-12 months (second semester), the average was higher. The
average of physician costs in this study during the 18 months of observation in the SCIT
group was lower than that in the non-SCIT group.

The average of laboratory costs in 0-3 months (the first trimester) in the SCIT group,
was no different from the non-SCIT group, but in 13-18 months (third semester), it was
higher. The average of laboratory costs in this stucdy during the 18 months of observation
in the SCIT group (IDR 6,491,463.5 (SD TDR 204,254.75)) was a little bit higher (1002 more
higher) than in the non-SCIT group (IDR 6,501,985.8 (SD IDR 186,589.33)). By adding travel
costs to the total pharmaco-physiotherapy costs, the total medical costs were obtained. The
average of medical costs in 0-3 months (the first trimester) in the SCIT group was higher
than in the non-SCIT group, and in 4-6 months (second trimester), it was not different
from the non-SCIT. From 7-12 months (second semester), the total medical costs in the
SCIT group were lower. The average of medical costs in this study during the 18 months of
observation in the SCIT group (IDR 26,574,651.3 (SD 6,926,884.04)) was lower than in the
non-SCIT group (IDR 28,548,577.4 (SD IDR §,099,994.40)).

By adding travel costs to total medical costs, as seen in Table 6, we get total health
care costs. The average of total health care costs in 0-3 months (the first trimester) in the
SCIT group was higher than in the non-SCIT group. From 4-6 months (second trimester),
the total health care costs in the SCIT group were lower. The average of total health care
costs in this study during the 18 months of observation in the SCIT group (39,155,519.2 (SD
7,671,303.08)) was 0,93 times lower than that in the non-SCIT group (IDR 41,659,151.1 (SD
10,031,917.63)). However, in the non-SCIT group, the symptom score (SS) was still 1.4 times
higher than in the SCIT group, the medication score (MS) was still 5.5 times higher than in
the SCIT group, and the combination symptoms and medication score (CSMS) was still
2.8 times higher than in the SCIT group.

Table 6. Health care costs.

Health Care Costs 0-3 Months 4-6 Months  7-12 Months  13-18 Months Total
Medical Care Costs
SCIT Group Mean 1163 1161 1035 443 3802
sD (423.6) (236.3) (210.6) (177.1) (880.8)
¥ }(‘;“I‘S}‘:"l éggs e 1‘[‘;"“‘”” Mean 1228 1064 989 793 1073
SD (399.1) (334.0) (289.5) (236.4) (1219.5)
P 0.000 0.000 0.000 0.000 0.000
SCIT Group Mean 2933 3569 6502
SD (55.4) (156.7) {186.6)
L“g? ;"‘E;;ri’nggfts B Séfnﬁcp"““"” Mean 2928 3564 6491
SD (645) (163.7) (204.3)
p 0.076 0.000 0.000
SCIT Group Mean 3 16 14 1 33
SD (108.6) (219.2) (195.1) (31.7) (313.4)
I—lo-a&t?g;a;_lgor;] )Lo»t Non S%‘!r']; l(la;;ontm]) Wi 9 16 15 10 49
SD (164.5) (217.4) (206.5) (316.9) (464.4)

2 0.371 1.000 0.861 0.371 0361
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Table 6. Cont.

Health Care Costs 0-3 Months 4—6 Months  7-12 Months  13-18 Months Total
SCIT Group Mean 6396 3948 1058 A35 12,037
SD (3103.4) (2561.3) (1490.9) (1245.3) (6699.0)
Total Pharmaco-
physiotherapy Costs - O™ SE];E l(jcp"“"ol) Mean 6450 4464 3651 3371 17,935
SD (3483.7) (1945.5) (2024.5) (1538.9) (7661.5)
v 0.703 0.000 0.000 0.000 0.000
SCIT Group Mean 2100 600 1200 300 4200
sD (0.0) (0.0) (0.0) (0.0) (0.0)
SCIT Group Mean 12,595 5724 3307 4948 26575
SD (3340.1) (2582.5) (1519.2) (1301.4) (6926.9)
Total Medical Care Non SCIT (Control) -
Cost (X IDR 1000) Group Mean 10,614 5543 4655 7737 28,549
SD (3680.3) (2076.8) (2054.4) {1660.5) (8100.0)
P 0.000 0.070 0.000 0.000 0.000
SCIT Group Mean 3948 3424 3181 2557 13,111
sD (1187.4) (991.9) (848.0) (709.1) (3601.2)
W S(ST ol Mean 3844 3844 3428 1464 12,581
roup
5D (1257.5) (541.1) (480.9) (529.8) (2165.8)
2 0.047 0.000 0.000 0.000 0.000
Total Health Care Costs
SCIT Group Mean 16,439 9368 6735 6413 39,156
sD (4204.3) (2633.8) (1557.1) (1549.6) (7671.3)
Total Health Care Non SCIT (Conlrol) ;
Cost (X TDR 1000) Group Mean 14,562 8967 7836 10,294 41,659
SD (4394.9) (2619.7) (2291.9) (2054.2) (10,031.9)
i 0.000 0.000 0.000 0.000 0.000

For children with AR, to reduce the symptom score (S5) by 1.0 with SCIT, it costs IDR
21,753,062.7 per child, and for non-SCIT, it costs IDR 104,147,878.0 per child. Meanwhile,
to reduce the medication score (MS) by 1.0 with SCIT, it costs IDR 17,024,138.8, while with
non-SCIT, it costs IDR 104,147,878.0. Meanwhile, to lower the combination symptoms and
medication score (CSMS) by 1.0 with SCIT, it costs IDR 9,550,126.6, while with non-SCIT, it
costs IDR 52,073,938.9.

4. Discussion

In this retrospective, matched cohort study, we compared matched groups of children
with newly diagnosed AR who either did or did not receive SCIT after their first AR diag-
nosis. Even after matching groups by age, sex, body weight, body height, family history of
allergy, symptom and medication scores at SCIT initiation, and comorbid atopic conditions
(asthma, conjunctivitis, and atopic dermatitis) during the year prior to SCIT initiation, SCIT-
treated children incurred 32.9% (IDR 12,037,215 vs. IDR 17,935,393 p < 0.0001) lower mean
18-month drugs costs, 31.6% (IDR 33,470 vs. IDR 48,907 p < 0.0001) lower mean 18-month
total inpatient costs, and 9.5% (IDR 39,155,519.2 vs. IDR 41,659,151.1 p < 0.0001) lower mean
18-month total health care costs, respectively, after SCIT initiation. Furthermore, these
significant reductions were evident as early as 3 months after immunotherapy initiation
and increased during the 18-month follow-up period. Our study demonstrated savings in
reducing symptom scores (55), medication scores (MS5), and combination symptoms and
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medication scores (CSMS). To reduce SS by 1.0, SCIT saved IDR 82,394,815.3 per child (IDR
21,753,062.7 per child with SCIT vs. IDR 104,147,878.0 per child without SCIT). Meanwhile,
to reduce MS by 1.0, SCIT saved IDR 87,123,739.2 per child (IDR 17,024,138.8 per child
with SCIT vs. IDR 104,147,878.0 per child without SCIT). Meanwhile, to reduce CSMS by
1.0, SCIT saved IDR 42,523,812.3 per child (IDR 9,550,126.6 per child with SCIT vs. IDR
52,073,938.9 per child without SCIT).

Another study [28,29] found that the cost of immunotherapy was offset by the cost
savings gained 3 months [28] and 6 months [29] after the completion of immunotherapy.
Our study found that SCIT costs could be offset by total cost savings in the 2nd semester
(SCIT cost IDR 1,200,000.0 vs. total-health-care-cost savings of IDR. 2,788,540.0 per child),
and in the 3rd semester (SCIT cost IDR 300,000.0 vs. total-health-care-cost savings of
IDR 1,973,926.1 per child). An [talian retrospective study [30] compared the average
direct health care costs of 135 children and adolescents with AR and asthma, asthma
alone, or AR, asthma, and conjunctivitis during the year before starting immunotherapy
with those obtained during 3 years of immunotherapy. Compared to the year prior to
the initiation of immunotherapy, the average annual total healthcare costs per patient
were 56% lower over the 3 years of immunotherapy. The investigators also found no
significant difference in the mean direct healthcare costs per annual patient (>4 years) for
the subset of asthmatic patients who had received immunotherapy (11 = 41) and a matched
sample of asthma patients who had not received immunotherapy. Our study found that
compared to the first semester of SCIT initiation, the average total health care cost per
patient in semester 3 was 73% lower during 18 months of SCIT, while those who were not
immunotherapy were only 52% lower. Ariano et al. [31] conducted a 6-year prospective
study in which 30 patients with seasonal rhinitis and asthma were randomly assigned
to receive 3 years of immunotherapy or pharmacological treatment and then followed
up for an additional 3 years after completion of treatment. Although no significant cost
difference was seen in the first year of treatment, patients treated with immunotherapy
had 15% (p < 0.001) and 48% (p < 0.001) lower health care costs in the second and third
years of treatment, respectively. In our study, a significant cost difference was seen in
the second and third semesters of treatment, and patients treated with SCIT had 29%
(p <0.001) and 36% (p < 0.001) lower health care costs in the second semester, and to the
third semester, respectively. In Ariano et al.’s [31] study, this statistically significant cost
difference was maintained for 3 years after discontinuation of immunotherapy and peaked
at 80% (p < 0.001 in the sixth year of the study (the third year after discontinuation of
immunotherapy). The mean annual net savings the average over 6 years was USD830. In
addition to these retrospective and prospective cost studies, several European economic
modelling studies have provided support for the cost-effectiveness of immunotherapy [32].

In the most interesting study demonstrating the cost-effectiveness of AIT, Ariano et al. [33]
examined the pharmacoeconomics of SCIT with SDT versus standard therapy alone among
30 patients with at least 2 years of history of AR and Parietaria-induced asthma. Patients
were treated for 3 years and followed for an additional 3 years after discontinuation of
treatment. In addition to tracking symptom scores and drug use, the researchers calculated
the costs of patients’ health care, including scheduled and unscheduled clinic visits and
prescription medications. In the first year of the study, those receiving SCIT experienced
significant improvement in symptoms and reduced drug use compared with patients receiv-
ing standard therapy alone. In the second year of treatment, SCIT provided a cost savings
of 48% compared to standard therapy alone. At the end of the study, the investigators
reported that SCIT provided an annual net savings per patient of USD 830, representing an
80% cost reduction compared to the standard therapy group without SCIT. In our study,
since the first 3 months, those who received SCIT experienced significant improvement in
symptoms and reduced drug use (Table 2) compared to patients who received standard
therapy alone. Our study found that compared to the first semester of SCIT initiation, the
average total health care cost per patient in semester 3 was 73% lower during 18 months of
immunotherapy, while those who were not immunotherapy were only 52% lower. At the
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end of the study (3rd year) in Ariano et al's study [31], the investigators reported that SCIT
provided annual net savings per patient of USD830, representing an 80% cost reduction
compared to the standard therapy group without SCIT, whereas, at the end of the in our
study (18 months), SCIT has provided annual net savings of TDR 4,136,199.2 (equivalent to
USD289) per patient representing a 73% cost reduction. Similar to Ariano et al.’s study [31],
our study was also designed to cover not only the direct costs of SCIT but also the total
health care costs (i.e., all prescribed medications, scheduled and unscheduled medical clinic
visits, and so on), but with subjects, our study was much larger (n = 2198 AR children).

Another study of savings due to SCIT can be seen in a 2-year double-blind placebo-
controlled trial (DBPC) comparing SCIT-administered ragweed allergen extract with a
placebo for the treatment of 77 adolescents and adults with ragweed-induced asthma. The
investigators reported significant improvement in clinical and economic outcomes in the
patient population receiving SCIT compared to the placebo group [32]. The costs of asthma
medications and allergen extracts used during the 2-year study period were considered.
Over the course of the study (24 months), the cost of asthma treatment for those receiving
SCIT was USD 840 versus USD 1194 for those receiving placebo; this represents the 30%
cost savings benefit provided by SCIT. However, these cost savings were offset by the USD
527 spent on supplies and SCIT-related administrative costs. During our study (18 months),
the cost of treati ng allergic rhinitis for those receivi ng SCIT was [DR 12,037,214 (equivalent
to USD 842) versus IDR 17,935,392.6 (equivalent to USD 1255) for those receiving non-SCIT;
this represents the 32% cost savings benefit provided by SCIT. The cost savings in our study
were also offset by TDR 4,200,000 (equivalent to USD 293) spent on supplies and SCIT-
related administrative costs. A 2005 Danish study examining the direct and indirect costs of
AT for seasonal grass pollen allergy and house dust mite (HDM) allergy patients revealed
significant savings associated with AIT [34]. Prior to the initiation of AIT, the direct annual
cost per patient for allergy treatment is 2580 Danish Krone (equivalent to IDR 6,044,802.6
or USD 422). In the years following discontinuation, the direct annual cost per patient
fell to DKK 1072 (equivalent to IDR 2,518,407.1 or USD 176), representing 60% savings.
When direct and indirect costs are considered, the annual cost per patient is significantly
less with SCIT than standard therapy without SCIT. This study further supports the cost-
saving benefits of SCIT for patients with allergic respiratory conditions. In a claims-based
analysis of Florida Medicaid patients, Hankin and colleagues [28] compared the direct costs
(pharmaceutical, outpatient and inpatient services for any reason) incurred by paediatric
patients newly diagnosed with AR in the 6 months prior to the initiation of SCIT with
direct costs. This patient parallel occurred within 6 months of discontinuation of SCIT.
The investigators found a significant reduction in costs (p < 0.001) in the 6-month period
following SCIT, even after SCIT costs were included.

In an extension of the previously mentioned data, Hankin and colleagues [29] per-
formed a retrospective, matched cohort analysis of 10 years of claims data (1997-2007) to
examine whether children with newly diagnosed AR who received SCIT expended less
health care utilization and fewer costs over the 18-month follow-up period compared to the
group of AR-matched children who did not receive SCIT. Children treated with SCIT incur
significantly lower total health care costs of 18 months per patient even after including aller-
gen immunotherapy (IT)-related costs (USD 3247 vs. USD 4872), outpatient costs excluding
SClIT-related care (USD 1107 vs. USD 2266), and pharmaceutical costs (USD 1108 vs. USD
1316) compared with matched control subjects (p < 0.001 for all). In our study children
treated with SCIT incur lower mean total health care costs of 18 months per patient even
after including costs associated with SCIT (IDR 39,155,519.2, which equates to USD 2739 vs.
IDR 41,659,151.1, which equates to USD 2908), costs outpatient care excluding SCIT-related
care (IDR 34,922,049.3, which equates to USD 2438 vs. IDR 41,610,244.0, which equates to
USD 2905), and pharmaceutical costs (IDR 12,037,214.6, which equates to USD 842 vs. IDR
17,935,392.6, which equates to USD 1255) compared to matched control subjects (p < 0.001
for all). Consistent with previous studies, a significant difference in Cost-Effectiveness of
SCIT in total health care costs was evident in the first 3 months of starting immunotherapy
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in our study. Our study shows that the initial cost savings associated with SCIT persist and,
more importantly, increase over the 18-month study period.

In a retrospective large-scale, matched cohort claims analysis evaluating 12 years
of Florida Medicaid data, Hankin and colleagues [3] found comparable cost savings in
adults with newly diagnosed AR treated with SCIT. In this study, researchers compared the
average 18-month health care costs (pharmaceutical, outpatient and inpatient) of adult and
paediatric patients with newly diagnosed AR who received SCIT with those who did not.
Specifically, SCIT treatment was associated with savings in children of a 30% reduction
in total 18-month health care costs (USD 5253 SCIT vs. matched control subjects USD
9118; p < 0.0001). These savings in health care costs, including costs associated with SCIT,
were evident in the first 3 months of treatment and continued throughout the 18 months
of follow-up. In contrast to Hankin et al.’s study, which analysed claims from Medicaid
insurance subjects, our study analysed the costs incurred by patients from private practice
with non-insurance self-financing. In our study, when we compared the average 18-month
health care costs (after we added pharmaceutical, outpatient and inpatient costs, and of
course no travel costs), SCIT treatment was associated with savings (in paediatric AR
patients) of 7% reduction in total 18-month health care costs (IDR 26,574,651.3 or USD
1855 SCIT vs. matched control subjects IDR 28,548,577.4 or USD 1992; p < 0.0001). The
overall cost savings (7%) shown in our research seem low, but the progress of savings
increased significantly when viewed from the progress in the 3-month, 6-month, 12-month,
and 18-month period, which was —19%, respectively, —3%, 29%, and 36%.

From a systematic review conducted by the National Institute for Health Research
Health Technology Assessment (HTA) program identifying 14 economic evaluations and
two economic evaluation reviews [35]. It was concluded that on a GBP 20,000-30,000
per QALY basis, SCIT is cost-effective compared to therapeutics. The standard course is
6 years of initiation of SCIT treatment. From a National Health Service perspective, SCIT is
cost-effective after 7 years, and SCIT is also found to be cost-effective compared to SLIT
after 5 years. Limited evidence suggests SCIT may be more useful and less expensive than
SLIT. The authors note that the studies used different outcome measures making it difficult
to compare and combine results. Our study did not evaluate beyond 18 months, but at
the end of 18 months, SCIT was superior to non-SCIT in reducing symptom scores (SS),
medication scores (MS), and combination symptom and medication scores (CSMS). To
reduce 55 by 1.0, SCIT saved IDR 82,394,815.3 per child, to reduce MS by 1.0, SCIT saved
IDR 87,123,739.2, henceforth, to reduce CSMS by 1.0, SCIT saved IDR 42,523,812.3 pet child.

Strength and Limitations

Several limitations should be mentioned about this study, although we have attempted
to match patients with potentially confounding variables but may have been unable to
control for other important characteristics, such as patient adherence to pharmacological
treatment and allergen avoidance. Allergen avoidance in the allergy guidelines of the
Indonesian Paediatric Society is recommended as the first step in allergy treatment, but
there is no guarantee that all families will comply, so we cannot determine whether SCIT
and non-SCIT matched patients are equally likely to comply with instructions on allergen
avoidance. In addition, we also do not have information regarding the implementation of
the avoidance measures that we recommend to his parents. Because our study subjects were
enrolled in care through a non-insured self-financing private health care system, these find-
ings may not be generalizable to individuals receiving care through an insurance-financed
public health care system. Although several studies, including this study, have found that
SCIT-related cost savings increase over time, the duration of follow-up (18 months) was
generally limited by subjects dropping out of SCIT (not following up until 18 months after
SCIT initiation).

This is the first study in Indonesia to show a significant comparison of AR patients on
standard therapy with SCIT with patients on standard therapy without SCIT as a matched
control in health care costs as early as 3 months after initiation of treatment. With these
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results, it is hoped that the use of SCIT is more frequent in Indonesia because SCIT is
proven to not only improve clinical outcomes but also reduce medical expenses early and
consistently in children with AR.

5. Conclusions

In conclusion, this first Indonesia-based study demonstrates substantial health care
cost savings associated with SCIT for children with AR in an uninsured private health care
system and provides strong evidence for the clinical benefits and cost-savings benefits of
AR treatment in children.

Patient and Public Involvement Statenent

o  How was the development of the research question and outcome measures informed
by patients’ priorities, experience, and preferences? Yes, parents and advisers had
been informed about research questions and outcomes measured.

How did you involve patients in the design of this study? Patients were not involved.
Were patients involved in the recruitment to and conduct of the study? Patients were
not involved.

e  How will the results be disseminated to study subjects? The results will be dissemi-
nated to study subjects and parents.
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Abbreviation

AIT allergen immunotherapy

AR allergic rhinitis

ARIA  allergic rhinitis and its impact on asthma
CSMS  combination symptom and medication scores
GINA  global initiative for asthma

HDM  house dust mites

IDR Indonesian rupiah

Igki immunoglobulin E
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MS medication scores

SCIT  subcutaneous immunotherapy

SD standard deviation

SPS5  stafistical package for the social sciences
SPT  skin prick test

55 symptom scores
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