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ZUyypapr avapopac eEPLOTATIKOU

«Peupatikeg emutAOKEC amo avoooBeparneia oe aoBevn Ue Kapkivo
TIVEULLOVA KOLL TIPOUTIAPXOV PEUUATIKO VOO LOL»

lwavvne Tpovtlag

Eidixevouevoc laBoloyikrc Oykoloyiag

I’ aBoloyikn KAwvikn kat Ouwyvuuo Epyactripio
latpixn) ZyoAn EKIIA, TNNOA «H XQTHPIA»



2UyKpouon cUUDEPOVTWV

* AnAwvw OtL 6ev £Xw OMOLOSATIOTE OIKOVOUIKO 1 dAAou €ibouc OpeAo¢ amod TIG
ETAUPELEG/ EMIXELPROELG TTOVU SLopyavwvouv /XxpnHatodotouv tThv avw ekSHAwon.

Q¢ olkovouLKO 1) dAAov giboucg opeAog opiletal:

e Omnoladnmote MANPWHN yLO TNV IPAYUATOTOlNOoN pyaciag i
g€peuvag n ekmaibeuong amno tnv enixeipnon / oo
ETIXELPNOEWV TIOU XPNHUATOSOTEL TN CUYKEKPLUEVN EKONAWON

e Onotadnmnote unaAAnAikn, cupBouAeutikn i SltevuBuvTikA N
AAAN B€on otnv emxeipnon / OULAO ETLXELPICEWVY TIOU
XPNHATOOOTEL TNV CUYKEKPLUEVN EKONAWON




Noapovociooh
TTENDLOTOTLKOU)




[eviKA oToLKEl

>» Muvaika, 67 sTwv

> Aldyvwon pn pkpokuttapikol kapkivov mveupova (MMKM) otadiou A,
adevokapkivwpa (EGFR wild type, PD-L1<1%)

>> ATOULKO QVOUVNOTIKO QUTOAVOOOU VOO OTOC
U Peupatosdng apBpitida (PA) amod 20etiac
L Aev €xeL AaPeL Bepameia yia tn PA
L Aev mapouaciale evepyotnta vOooU KOTA TN SLAyvwon Tou KapKivou

> Ayxwdng datapayrn

>> Evepyoc kamviotpla (20 mMaKeToETn)



ALTLOOELC

-TE0OEPLC NUEPEC UETA TNV ITPWTN £€yxuon anti-PD-L1 napdyovia

* ApBpalyia yovatwy, anw apBpwoswv AKpwv modwv, yyuc Ko amw
daAayyoPpalayylkwv apBpwoewVv XELPWV

U Embeivwon CUUMTWHATWY To TIpWwi Kot BeATiwon Katd th SLAPKELR TS NUEPAC Kol

HE TNV Kivnon

0 O névocg meploptle TIg KAONUEPLVEC SPOOTNPLOTNTEG
* Audotepomieupn SLOYKWON Twv mapwtidwv
* Znpootouia

* 'Hrua EnpodBaipuia



Quolkn eE€taon

—> JUMHETPLKO  AAyOo¢ KAt oiénua Twv Aanmw Kol €yyug

daAayyopalayylkwy KoL TwV HETAKApTIodaAdyYLKWY apBpwoswy

— Enwduvn YnAddpnon napwtidwv



ALayvVwOoTIKA TIPOOEYYLoN

CRP, Peupatoeldng napayovrag
(RF), avtiowpata Evavtt
KItpoUAALwpévou nienttidiou (CCP),
avtnupnvikad (ANA), évavtt SUmAng
EAKaL

*BloYia napwrtidwv




AmoteAEopata

® CRP: 11.70 mg/mL (ref. range <6 mg/L)

eRF: 1110.0 IU/ml (ref. range < 15.0 IU/ml)

® Anti-CCP: 512.3 U/mL (ref. range <17.0 U/ml)
¢ ANA: Negative (ref. range <1/160)

¢ Anti-ds DNA: 1.9 (ref. range <20.0 IU/ml)

* Avoocooxetilopevn AepdoeruBnAiakn otehoadevitida pe kuPeASIkn kataotpodn
KoL évtovn Aepdokuttapiki Stibnon anod B- (CD20+) kot T- cells (CD3+, CD56+)

* KAWVLKN) KOL EpyOOTNPLOKK ELKOVA CUMBOTA HE avooooXeTI{Oopevn dAeyovwdN
apBpitda (immune - related inflammatoy arthritis [irlA]), n onoia mpooouowalst oe
PA

¢ IgG4 orledoadevitida oxetilopevn He TNV avocobepareia, n onola mpooouolalel o
ouvépouo Sicca




OeparmeuTikn dlaxeiplon

v BaBpovounon irlA wg Gr.2 (CTCAE)

v’ p.os Prednisolone 10 mg b.i.d.

v YriootnpkTikA avtpetwrion pe Pilocarpine (drops), MEA® kot texvnta
dakpua

v Mpoowpv Stakon avoooBepaneiog



ExBaon

-Enavektipnon dvo eBdouadec apyotepa
QirlA BeAtiwon os grade 1 apBpalyia
LYnoxwpnon mopwtitidag
L Emwpovn EnpodBalpiac-Enpootouiog (oe BeAtiwon)
Xuvéxion avoooBepaneiog kal pelwon (tapering) prednisolone kota

2.5 mg/eBdouada

-AUO UNVEC UETA TN CUVEXLON TN avooodepamneioc n aodevnc Oev gixe

TAPOUCLAOEL EE0PON TWV PEUUATIKWV ETTLITAOKWV



Yuyypadn avadopac mEPLOTATIKOU

Case Discussion/

Abstract . Introduction presentation Conclusion

(epiAnyn) ~ (ewcaywyn) (rapouciacn (ZuZAtnon/
TLEPLOTATLKOU) CUUMEPAOHATOL)




Mpwtec okePeLC yLa discussion...

Mot EMEAEEQ TO OUYKEKPLULEVO TIEPLOTATLKO yLoL cuyypadn?

L Ot pevpatikéc AE amd avoooBepareia elval OXETIKA OTIAVLEG
0 EkmaSeuTikO mepLoTATLKO yia tn Slaxeiplon tEtolwy AE
O Exw kaAég mBavotnTeg yo SnUocieuon GV ToViow Ta Mapomavw

AvaoKkOTinon avILloToXwV MepLoTATIKWY oTn BLBALoypadia

0 Oa mpenel va KAvw avaokomnon ya va avadpEpw tL £xouv dSnUootleloel AAAEC OUAOEC
KOlL VOL TEKULNPLWOW T EUPHUATA OV

0 Nou? - To Pubmed sivat Swpeadv kat afLomioto

0 Oa npénel va avalntiow TI¢ avtiotolyes katevBuvtnpleg odnyiec yla va avadeifw to
KEVO oTn oXeTkn BLBAloypadia

* TumpoodEpPeL TO EPLOTATIKO pou ot dtebvn BLBAloypadia?

0 Edooov ol pevpartikeg AE eivol omavieg, Pe tn SNUOCLELON TOU TTEPLOTATIKOU LOU
Sleuplvw ta Stabopa dedopéva

Y€ moLo TePLoSLKO Ba To oTEAW?

0 ©éAw uPpnAd impact factor kat upnAn avayvwolpotnta (pubmed cited)
0 Aev éxw mopoug ywa APCs o€ open access
L Neplodikd oxeTikd pe peupatoloyia i oykoloyia i avoocoBeparmneia



Yriapxouv odnyLleg mou TPETEL va atkoAouBriow yla TN
ouyypadn?

e 2013 CARE guidelines (for CAse REports)

11. Discussion
¢ Strengths and limitations in your approach to this case.
o Discussion of the relevant medical literature.
¢ The rationale for your conclusions.

o The primary “take-away” lessons from this case report (without references) in a one paragraph conclusion.

Available online in:
https://www.care-statement.org/



https://www.care-statement.org/
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https://www.care-statement.org/

ErtitAoyn kot odnyleg meplodikou

Future Medicine .

JOURNALS ¥  BOOKS  ABOUT ¥  AUTHORGUIDE ¥  SUBMIT From: Ryan Gilroy

Sent: Asutépa, 28 Maptlou 2022 12:08 pu

To: john-tron@hotmail.com

Subject: RE: Immunotherapy/Future Medicine_ Declaration of interest

Immunotherapy

Dear Dr Trontzas,
ISSN (print): 1750-743X | ISSN (online): 1750-7448

Frequency.: 18 issues per year Thank you for your enquiry to Immunotherapy. From reading your abstract you provided of your paper

| am pleased to say that the manuscript would be very suitable for the scope and | would encourage your submission to the journal,

Oxw ocadeic odnyiec yia ouyypadn case report

* YYnAo impact factor

* Pubmed cited

* Agxetal case reports

e Eivaw uBpldiko (kal open access pe APCs kol free APCs)

*  OE&eTIKN tPpoNyoU eV eumeLlpia €k6OoNC LE TO CUYKEKPLUEVO TIEPLOBLKO



YOvToén
Discussion




[pwtn mapaypa@oc-> H onuavitkotepn

* Muwa poTtaon yLa TV meplypadn Tou MEPLOTATLKOU
* Muwa npotaon yla To tL mpoodEpou e otn BLPAloypadia

We herein presented a case of a patient with stage Il non-small cell lung cancer treated with
immunotherapy who presented with rheumatic complications after the first infusion of anti-
PD-L1 agent. Our case highlights the difficulties in the diagnosis and management of these

rare adverse events, especially in the lack of homogenous criteria, and their implications in

cancer therapy outcomes.




AeUTEPN TAPAYPAPOC—> Auvatd GHUELQ KL TLEPLOPLOLOL TIEPLOTATLKOU

“

Zadng cuoXETION AULTIOU-AIMOTEAEGUATOC

EkdNAwon 6uo  avemlBUUNTWV  EVEPYELWV

unodnAwvel mv gvepyonoinon TOoU

OLVOOOTIOLNTLKOU GUOTAHOTOG

AL0OEOLUOL AVTIKELUEVIKA EvpripaTa (avTiowpata,

Blovia, peupatoloyikn ektipnon)

Asv unapXeL SLOOECILHO OLVTLKELUEVIKO UALKO TwV

gUPNUATWY (KAWVIKEG ELKOVEG, ELKOVEG Bloyiag)

Muwkpag xpovog follow up yia avalwnupwon AE

Inavie¢ AE, aA\a é€xouv mepypadel o€

nponyoU eV case reports

AcBevig pe ayxwédn Sratapaxn

- Mn aomniotn neplypadi CUUNTWHATWV

Aev undpxet OSwaBéoun otadlonmoinon yua

OUOXETLON LLE AVTATIOKPLON TNG VOOOU



Tpitn ropaypa@oc—> Avackénnon tns BiBAoypadiog

Add terms to the query box

Date - Publication s | 2010/01/01 10| Ppresent AND ~

Query box

(“arthritis” OR “arthralgia” OR “immune-related arthritis* OR “rheumatoid arthritis* OR “rheumatic hd

complications” OR “musculoskeletal complications™) AND (“immunotherapy” OR “immune checkpoint
inhibitors” OR "PD-L1" OR "anti-PD-L1" OR "anti-PD-1" OR "anti-CTLA4" OR "cancer immunotherapy”) o

PUbQEdgm (("arthritis” OR "arthralgia” OR "immune-related arthritis” OR "rheumatoid ar X m

Advanced Create alert Create R3S User Guide
Save Email Send to Sorted by: Best match Display options ﬁ
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Review > Rheumatol Int. 2021 Jan;41(1):33-42. doi: 10.1007/500296-020-04665-7.
Epub 2020 Aug 2.

Immune checkpoint inhibitor-induced
musculoskeletal manifestations ?
o
-

Foteini Angelopoulou 1, Dimitrios Bogdanos 2, Theodoros Dimitroulas 3, Lazaros Sakkas 2,

Dimitrios Daoussis 4

Affiliations + expand
PMID: 32743706 DOI: 10.1007/s00296-020-04665-7

Abstract

Immune checkpoint inhibitors (ICl) associate with a wide range of immune-related adverse events (Ir-
AE), including musculoskeletal manifestations. We aimed at identifying all studies reporting
musculoskeletal Ir-AE. An electronic (Medline, Scopus and Web of Science) search was performed
using two sets of key words. The first set consisted of: arthritis, musculoskeletal, polymyalgia
rheumatica and myositis. The second set consisted of: anti-PD-1, anti-PD-L1, anti-CTLA-4, ipilimumab,
tremelimumab, pembrolizumab, nivolumab, atezolizumab, avelumab and durvalumab. We identified 3
prospective studies, 17 retrospective studies and 4 case series reporting 363 patients in total.
Combined data from all three prospective studies provide a prevalence rate of 6.13%. Most patients
were males (59.68%) and the vast majority (73%) were on programmed death-1 (PD-1)/programmed
death ligand-1 (PD-L1) inhibitors. Most studies report a median time of £ 12 weeks from first ICl
administration to symptom onset. The main clinical phenotypes reported were: (a) inflammatory
arthritis (57.57%), (b) myositis (14.04%) and (<) polymyalgia tha Bl T
patients required sterojdadss 3

OxL 1000 omavia.
MNw¢ mpoxwpaw?
Ektevng avadopad tng PLBAloypadiac facllopevog o systematic reviews.

= Eotialw oTo EKTTAULSEUTIKO UAVUUQ TOU TTEPLOTUTIKOU



TeTapTn mapoypa@oc—> Key messages

Ot Rh-irAE av Kol OTtAVLEG
Umopel va epdaviotouv

|
N

Xpelaletal KoAn
Talvopnon Baputntog,
PEVUMATOAOYLKI] EKTLUNON

KoL AUEDT XOPAYNoN
\ KOPTLKOOTEPOELOWV

Vs
Mrmopel va epmAgkovTal
HE TNV ToloTtnTa {wng Kot
LE TNV QVTLKOPKLIVLKN
Bepaneia

Mo cuxVEG oL
LUOOKEAETLKEG ETTAOKEG,
OAAG Kol EKONAWOELG OO

aAAa cuoThpaTa

[ AUGKOAN N AVTLLETWITLON
AOyw EANEWPNC
BiBAoypadikwy
dedopévwy Kat

\_ KATeuBuvTAPLWVY 08NYyLWV



[1owv TNV
YrtoBoAn...




2xO0ALa cuyypadewv

Fhis-isaunigue—ease-To our knowledge this is one of the only cases describing a patient

treated with anti-PD-L1 agent and presenting with a combination of rheumatoid arthritis-like

and Sicca syndrome immediately after the first infusion of the immunotherapeutic agent.

PD-L1 agent. JOur|case highlights the difficulties in the diagnosis and management of these Refer that our center expertise in immunatherapy, as
50 it encounters a lot of immune-related adverse
rare adverse events, especially in the lack of homogenous criteria, and their implications in Bvents.
= r T -
cancer therapy outcomes. €1 Amavtnon ¥ Emiduon
i
[The presentation of our case demonstrates several limitations. Firstly, this is not the first case %' Don tbe so harsh on the limitations. This way you

offer the reviewer justification to reject the case. Be
transparent, but mild. Let the reviewer add any
limitation if needed.

describing a patient with rheumatic immune related adverse event in the literature. Secondly,

we do not provide proof of objective clinical and pathological findings such as pictures of the

-.,",:l AmdneTnon E:l Emihuon
inflamed joints or microscopy figures from biopsies |

" Add in discussion the relevant reference from our
previous publication Trontzas et al. Kowvé oxdALo ané ouyypadeic

€] Anévnon ¥ Emihuon - Ox1 Durvalumab, AAAA anti-PD-L1 therapy/agent




1" untoBoAnN—> Immunotherapy

< Dear Dr Trontzas, Q
Unfortunately we receive too many case reports but we are able to publish gnly (Mﬂ . The rejection rate for ¢ w more than 50 %.
Sincerely yours %e\

C A unoBo?\r‘L\?\aﬁ\ﬂ%

C 3" urtooAn—> th?i?s of case
reports ”e



TeAevtailo vtooAn
- Mediterranean Journal of Rheumatoloagy (MJR)

Dear Dr. Trontzas,

I hope this email finds you well.

Your manuscript entitled “Rheumatic complications in a patient treated with immune checkpoint inhibitor
for lung cancer and history of rheumatic disease: A case report.” which you have submitted
to the Mediterranean Journal of Rheumatology has been reviewed.

The reviews suggest that, subject to revisions, your paper could be suitable for publication.
Please consider these suggestions, and we look forward to receiving your revision soon.

We kindly ask you to provide a tracked revision of your manuscript, and a document
outlining your response to reviewers, mentioning specifically which lines and pages

ZntnOnkav major revisions
OXETIKA ME To Discussion

have been changed in the manuscript.

The reviewers’ comments are added below.



/ 1\

Tips yLa amavtnoeLg
o€ reviewers/editors

O Anavtape formally ko mavta EUyevika

(We thank the reviewer/editor for this comment)
U Napéxoupe EExwpLlotod apyeLo LLE TG OIMAVINCELG LOG
0 Anavtape og OAA ta oxoAla

U Npénel va sival cadn ta onpeia mov £xoupe aAAAEeL
oto Keipevo (Section ..., pg ..., par ..., “text...”)

U Npoonabolpe va euXAPLOTROOULE TOV reviewer, aAAd
KPOTAME TLG “KOKKIVEG YPOUMES” o€ OEpata ovoiag



* The discussion section is too long. Please try to
adjust your discussion the Journal’s guidelines

(max. 500 words)
Meiwon Aé€swv

Anoppin nepttwv nAnpodopLwv
KOlL TTLO TTEPLEKTLKN TLEPLypadn

Discussion

The identification of biomarkers for the prediction of Fh-irAEs represents a field of
active investization 23 well [79, 80] Although pre-existing sutoantibodies have not been
conzistemtly detected in patients that develop Rh-irAE:, some smudies have shown that
the presence of specific autoantibodies may corelate with the manifestation of irAHs,
such as anti-CCP antibodies in ilAs [75, 79] Additional studies have investigated the
zemetic backzround of patients developing Rh-irAEs. In o series of 27 patients who
devaloped 1A the prevalence of sharad epitope HLA alleles and DRE1*04:05 was
‘higher compared to population contraol:. However, these patients were seromegative for
FA-related amtnantibodies [34] In another stedy, two patients with irA were reparted
to have HLA-DFB1*01:01, one of whom was seropositive for anti-CCP_[25] Further
smdies are needed to explors potentizl biomarkers which will enable the early
recognition and proper managemsnt of Rh-irAEs [79, $0]

Contimious development of immuno-ancolegy is expected to expard the use of ICTs. It
is estimated that more thar 50 agents targeting the immmune microervironment are under
devalopment and about 200 clinical trials with mors thar 100,000 petients are currently
Teing conducted [31]

The rapid zrowth of ICTz will consequently expand the spectrom and intensity of r As,
inchuding Rh-irABE:. The exclusion of patiants with pre-existing BD from clinical trizsls
led to lack of epidemiologic and climical evidence. Contemporary knowledge implies
that Fh-irAE= are not rare, but rather mild and under-reported. They may have early or
It presentation, saretimes afier the completion of therapy. host common complaints
are arthralgiz and myalzis, and more common Rh-rAEs are 214 and iy, MNan-
mmusculoskeletal Rh-irAEs are less fraquent, however they are increasingly racogrized.

Their diagnosis is challenging o5 they may resable to kmowa RDs, and cancer patients

‘may exhibit nscrloskeletal symptoms dne to underlying malignancy, paraneoplastic
syndromes, or & adverse evemt: of polyphammacy. Management is zlso difficult
conzidering the lack of specific weatment zuidalines for the whole specmmm of Fh-
irAFs. Omcologists often hesitate to manage their patients with immmmomodulatars

upon Fh-irARs marifestation 2 it is not known whether their use will compromise

anticancer therapy; however, prompt administration of these agents may amsliorate the

severity of these adverse evexts and more imperiantly, prevent Emmmatherapy

of gists and treating gists is essential
for infonmad trestmant decizions.

Many questions emearge from cancer inmunotherapy and maore swdies are needed in
the funre. EULAR recomumendations for Rb-irAEs dictate the direction 10 answer these
questions. [67) Cancer patients with pre-sxisting D should not be excluded from
weament, rather they should be monitored closely by an imterdisciplinary taam, and the
decisions should be individuslized Early recognition of Ri-irAFs and sgaressive
manzzement with inrrunomodulatory sgents appears to be beneficial for fhe patient

quality of 1ife and overall progaosis. Life-threatening conditions like ithy, myocarditis

and hould slart icians for i and

interruption of mmmmotherspy.
‘This narrative literatare review tried to provide a usefiul update on the spidemiology of

Fh-irAEs, their clinicz] presentation, spproaches to dizznosis and management, and to

nighlight ing quastions from the wi use of [CT: and the impact of -
AE To ow knowledge, this &5 the frst review attempting to collectively and
comprehensively sddress all the questions of clinicians conceming Rh-irAEs; namely,
hawr often Rh-irAE: are encountered in clinical practice, how can we recogmize them,

havwe do we grade their intensity, what are the availdble recommendations for their

management_ how do wa manags patients with cancer and pre-axisting RD), how Bh-
irAFs arsrelated to treatment response, what are the availzble biomarkers for prediction
of Ri-irAEs and if themselves can be assessad 23 biomarkers for reatmant responss.
The incidence of irAEs may imerfere with reztment outcome and l2ad to tEmporary or
permanent ICT discontinustion. Moreover, the effects of in-reatment administration of
«corticosteroids or other mmmmamodulators have yet 1o be defined. Biomarkers for the
prediction of response to therapy as well as the type and ssverity of irAEs are under
imvestization.

The most thoroughly stadied biomarker is the asserzsment of PD-L1 expression on
tumor tizsue. Other factors, such 3= necantigens in the nmmaor tissue (as reflected by
‘tumor mutational burden or deficient mismatch repair), tamor-infiltrating ymphocytes,
and others have been linked with respanse prediction bat have not been widely adapted
yer[68-75] The amociation of Rh-irAEs and response w0 imnumotherapy has also been

suggested in some studies.[24, 25,

77] Occumence of Fl-irAE: may poiat o a
Byperactive inflammatory suviromment enabling desper antitumor respanses, howeves,
there s lzck of prospective evidence to establish a slid comlation between the

wa 78]



* The third paragraph should not be a literature review, but
a critical appraisal of similar cases. This part should be
restructured.

Firstly, there are a numerous references (n=26). This number does not fit
to the Journal’s guidelines. Cases are usually supported with 5 to 10max
references.

Ag cUUMEPAAPOLLE TG SLKEG Ol SNUOCLEVOELC.
EmttAoyn 1o GnHOVTLKWY reviews Kol case series.
ErttAoyn ELOKWV LEUOVWHEVWV TIEPLOTATLKWV.

Tuvolo 10 refs.

Secondly, the authors just cite other teams’ work. There is a lack of
comparison and critical discussion between your case and other cases in
the literature.



In another case of immune-related arthritis by Bogdanos et al the patient developed arthritis
involving both axial skeleton and peripheral joints, after the fifth infusion of anti-PD-1 agent
for NSCLC. The patient was treated empirically with prednisolone 0.5 mg/kg for grade 1l
arthritis and immunotherapy was hold. The patient had history of ankylosing spondylitis
treated with biological DMARDs. Symptoms worsened over a period of two weeks, and it was
decided to be treated with anti-TNF therapy. Immunotherapy was permanently interrupted
due to severe immune-related arthritis.

In another case of immune-related arthritis by Bogdanos et al the patient developed arthritis
involving both axial skeleton and peripheral joints, after the fifth infusion of anti-PD-1 agent
for NSCLC. The time of symptoms manifestation in this case alerts the physicians that arthritis
may be presented early in the course of treatment as is the case with our patient. The patient
was treated empirically with prednisolone 0.5 mg/kg for grade 11l arthritis and immunotherapy
was hold. The patient had history of ankylosing spondylitis treated with biological DMARDs.
Symptoms worsened over a period of two weeks, and it was decided to be treated with anti-

TNF therapy. Immunotherapy was permanently interrupted due to severe immune-related
arthritis. This patient indicates that irAEs may be more pronounced in patients with pre-
existing rheumatic disorder. Both Bogdanos et al and our case underline that the pattern of
joint involvement may resemble this of the known rheumatic disease. Moreover, the cautious
management of this case alerts for an early,ageressive intervention in these patients, as these
adverse events may compromise anticancer therapy plan and influence the overall disease
outcome.




* | am not convinced about the diagnosis. Why this
should be regarded as de novo irAE? Why not to
consider that this is not RA-flare?

We thank the reviewer for this comment.
Although, .... Many indirect lines of evidence.

(1 No flare of disease before

[ Direct association of intervention and outcome
1 Presence of another Rh-irAE

[ Both responded well to low-dose corticosteroids

Naranjo score for adverse event=> 9: Definite adverse drug reaction

Naranjo CA et al. A method for estimating the probability of adverse drug reactions. Clin Pharmacol Ther 1981; 30: 239245.




* This is not the only case describing concurrent
manifestation of arthritis and sicca syndrome in the
literature with anti-PD-L1 blockade. See two recent
publications of similar cases (Bogdanos et al,
Daoussis et al).

We thank the reviewer for this comment. Indeed, these two cases were published before the review

of our work. However, at the time of writing the case these two articles were not published.

Therefore, we have modified the statement “This is the first case...” to “At the time of writing this

case no relevant literature was published. However, until publication two other teams published
relevant cases. The presentation of these cases are in concordance with our findings and establish the
rising incidence of synchronous Rh-irAEs in immunotherapy-treated population”

(see pg.5, par. 3, lines: 85-86).




* The statement “lack of relevant guidelines for
diagnosis and management” is inaccurate. See
published guidelines from Kostine et al.

Practice Guideline > Ann Rheum Dis. 2021 Jan;80(1):36-48, AEV Eval management gl”d@llnes.
doi: 10.1136/annrheumdis-2020-217139. Epub 2020 Apr 23. Eivat points to consider.

EULAR points to consider for the diagnosis and
management of rheumatic immune-related adverse
events due to cancer immunotherapy with
checkpoint inhibitors

Marie Kastine 1, Axel Finckh 2, Clifton O Bingham 3 Karen Visser 4, Jan Leipe 38

Hendrik Schulze-Koops &, Ernest H Choy 7, Karolina Benesova ®, Timothy R D J Radstake ?,

Andrew P Cope 19, Olivier Lambotte 1, Jacques-Eric Gottenberg 12, Yves Allenbach 13,

Marianne Visser 14, Cindy Rusthoven 4 Lone Thomasen 12, Shahin Jamal 18, Aurélien Marabelle 17,
James Larkin ', John B A G Haanen '°, Leonard H Calabrese 27, Xavier Mariette 21 22,

Thierry Schaeverbeke 23

Euyevikn anavinon, tpoodnkn avadopdc, aAAd

UTTOYPOUULI{OUME
otL dev untapyouv cadeic KatevBuvTNpLEC 0dNYLEC.




* There is a respectable number of similar cases in
the literature. Please state more clearly the
importance of your case and what adds to the
literature .

» [lapotL uTtap)XoUV TIOAAQ avTioTOLXO TIEPLOTATLKA,
N MEPLTTWON Hag CUVELOPEPEL EKTTOLBEVUTIKA OTN SLaXeipLon Toug

» Alya meplotatika eplypadouv tn olyxpeovn epdAavion PEVHATIKWY ETIUTAOKWV
Qo TNV avoooBeparneia

» [poodEPOUE TUTILKA EPYAOTNPLAKI Kol TTlOOAOYOOVATOMLKN TEKHNPLWON KoL TN
OUOXETI{OUHE UE TNV KALVLKA ELKOVA

» AleupUVoUE TO EVPOG TWV KaTtayeypapEVWY real world neplotatikwv

»  YrnoypopUL{OUE TNV avAyKn KatevBuvtAplwv odnylwv agdou ol ev Aoyw AE
OUVOVTOVTOL OAO Kall TTILO CUXVA
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“Immune-related arthritis and sicca syndrome in a patient treated with anti-PD-L1 agent
for lung cancer”

Trontzas et al
Mediterr J Rheumatol. 2015 Mar 28;530(1):16-25. doi: 10.31138/mjr.30.1.16. eCollection 2019 Mar.
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