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Elcaywyn

Xapaktnpiletat w¢ n ¢dAgypovr) NG PWOC KAl TWV
napoppLViwv KOATWV

O oOpo¢ mou Ba TmpEmeL va xpnolwlormoleitat eival
«pwokoAntitida», dsdouévou OtL oxedov mavra mAcKEL
KOLL TO KUTOC TNC PLVOC

ArtoteAet ouxvn dbAeyuovi TOU QVWTEPOU
OLVATIVEUOTLKOU OUOTHUOTOC

JMAVIOTEPA TIAOXEL €vaC UEUOVWUEVOC Tapappiviog
KOATOC (m.x. odovtoyevnc typopitida)




Oplopot: plvokoAmitida
*  EVAALKES

DAeypoviy TNG PVOG Kol TwV Tapappelviwv KOAmwv mou xapaktnpiletat and dvo | mepLocotepa
OUMMTWHOTA, HE €va €€ auTtwy elte Suoxépela pwikng avarnvong / anodppaln / pvikni ouudopnon n
katappon (opBopwvikn / omiaBopivikn)

+ poowraAyia / aloBnua nisong
+ unoopia fj avoopica
Ko gite
EvSookomika supAuata

Middle —trm
turbinate

|
Uncinate ——tm—srimas
process

Septum ——h‘l

Inferior —sms—tagd
turbinate X i

Pwikot moAumodeg, kai/n

BAevvomuwadeLg EKKPLOELC QIO TO PECO PLVIKO TIOPO Ka/h

Maxillary e
sinus  /f

Odnua / andppatn tou BAEVVOYOVOU KUPLWCE OTO PECO PLVLKO TTOPO
Kal/ﬁ Osteomeatal [ -
Evpripata otnv agovikr topoypadia '

BAevvOYOVIKEC OAAOWWOELC OTO OCUMTTAEYMO TWV OTOMIWV TWV TOPOPPWVLWY  KOATIWV
(osteomeatal complex) kai/n Toug mapappivioug KOATIOUG
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Oplopot: plvokoAmitida

* NMoada

DAeypoviy TNG PVOG Kol TwV Tapappelviwv KOAmwv mou xapaktnpiletat and dvo | mepLocotepa
OUMUMTWHOTA, UE €va €€ autwv eite aloBnua duoxépelag pvikng avamnvong / anodppaén / pwikn
ouudopnon N katappor (opBopivikn / omoBopiviki)

+ poowraAyia / aloBnua nisong
 Brixag
Ko gite

EvSookomika supAuata

Middle —trm
turbinate

|
Uncinate ——tm—srimas
process
Septum ——h‘l

Inferior LY
turbinate X i

Pwikot moAumodeg, kai/n

BAevvormuwdelg ekKpLlOELC KUPLWCE ATIO TO LECO PLVIKG

Maxillary e
sinus Vs

Odnua / andppatn tou BAEVVOYOVOU KUPLWCE OTO PECO PLVLKO TTOPO
Kal/ﬁ Osteomeatal I .
Evpripata otnv agovikr topoypadia '

BAevvOYOVIKEC OAAOWWOELC OTO OCUMTTAEYMO TWV OTOMIWV TWV TOPOPPWVLWY  KOATIWV
(osteomeatal complex) kai/n Toug mapappivioug KOATIOUG

EPOS 2020
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Oplopot: ofela pvokoAmitida

EVAALKEC Nawda
* Ofela ¢€vapén OVo 1 mMEPLOCOTEPWY * Ofela €vapén OVO 1 TEPLOCOTEPWV
CUMNTTWHATWY, HE €va &€ autwv E&lte CUUTITTWHATWV:
alodBnua SuoxEpslag pWIKAG avarmvong / aloBnpa SUGXEPELOC PLVIKAC ovaTtvoriC /
anddppagn / pwikr ocupdopnon i Katappon andbpaln / pwikr cupdopnon
(opBopuvikn / omoBopvikn) A
* poownadyio / aioBnua mieong KEXPWOUEVEC PLVIKEC EKKPLOELC
+ uTtoouLla | avoouia A

*  ALAPKELO CUUTTTWHATWY < 12 eB6opadeC Brixac (rpwwée i vuxtepéde)

* Enl unotpomwv, o acBeviq mapapevel *  AlQpKELQ CUUMTWHATWY < 12 eBbopadeg

QLOU UIMTWHATIKOC ota pecodlaotipata (*)

* Ynotpormalovoa ofeia pvokoATtitida: 2 4 eneloodila ofeiac pivokoAmitidag kat’ £€tog, He pecodlaotipata EAsU0EPA CUUMTWUATWY

ga 2oz 21
Hn’ﬂﬁ", H' M\ 1 KPLER
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EVAALKEC
Me 1 xwplg pvikoU¢ TIOAUTIOSEC
Napouacia duvo N TLEPLOCOTEPWV
CUMTTTWHATWY, ME €va €& autwv E&lte
aloBnua SuoxEpelag pwikng avamvong /
artodpaln / pwikr) cuppopnon N Katappor)
(opBopuvikn) / omoBopvikn)

+ tpoowmnoAyla / aioBnua nieong
+ unoopia ) avoopia
ALAPKELO CUUMTWHATWY 2 12 eBbopadeg

Oplopol: xpovia plvokoAmitida

Nawdia
Me 1 xwplg pvikoU ¢ TIOAUTIOSEC
Napouoia duo N TLEPLOCOTEPWV
CUMMTTWHATWY, ME €va €€ autwv E&lte
aloBnua Suoxépelagc pwikng avarnvong /
arntodpaln / pwikn cupdopnon 1 Katappon
(opBopivikn / orioBopvikn)

+ mpoowmnoaAyia / atoBnua rtieong
 Brixog

ALGPKELO CUUMTWHATWY 2 12 eBSopadeg

RELIR

EPOS 2020
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* Pwolog, 16¢ mapaivdAoveviog

Baktnpla

* Aepofua: Streptococcus, Staphylococcus, Haemophilus
influenzae, Moraxella catarrhalis

* Avaepofia: Peptostreptococcus, Prevotella

MUKNTEC

* Aspergillus, Rhizopus (Mucorales), Candida, Fusarium

UpToDate



Ta&wounon k
npwtomnadouc xpoviag pLvokoATtidac

Anatomic distribution Endotype dominance Examples of phenotypes
/ Type 2 j —> AFRS
Localized b | B o
(unilateral) \ - : - <
Non-type 2 } ——'—> Isolated sinusitis
i \ J
Primary CRS
p 2 | eCRS
Type 2 — CRSWNP
, o ] AFRS
Diffuse ; CCAD
(bilateral) . . \ y
\\* Non-type 2 \ § )
| 4 Non-eCRS
: \ J

AFRS, allergic fungal rhinosinusitis; CCAD, central compartment allergic disease; CRSWNP, chronic rhinosinusitis with nasal polyps;
eCRS, eosinophilic CRS. EPOS 2020
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Taéwvounon
deutepomabouc xpoviac pvokoAmitidag

EPIJSI Anatomic distribution Endotype dominance Examples of phenotypes
e ' ™\
' 5 | Odontogenic
: Fungal Ball
/ [Local pathology ‘ /’ Tu?nour
Localized S
(unilateral) 5 3
PCD
/ CF
Secondary CRS | 2 &
\,\ Mechanical
L ) GPA
g . | e //' EGPA
[.)|ffuse > Inflammatory 9 J
(bilateral) \ L - ~N
; ~ 1
i : Selective
L mmynity immunodeficiency
\ J/

CF, cystic fibrosis; EGPA, eosinophilic granulomatosis with polyangiitis (Churg-Strauss disease); GPA, granulomatosis with polyangiitis (Wegener's
disease); PCD, primary ciliary dyskinesia. EPOS 2020



Xpoviag pwvokoAmitida:
aéLloAoynon Tou enutedou EAEYXOU TNC VOCOU

EPOS 2020: Assessment of current clinical control of CRS (in the last month)

EPOSV07! i

Nasal blockage?

Not present or not bothersome?

Present
on most days of the week3

Present
on most days of the week?

Rhinorrhoea / Postnasal drip?

Little and mucous?

Mucopurulent
on most days of the week?

Mucopurulent
on most days of the week?

Facial pain / Pressure’ Not present Present Present
or not bothersome? on most days of the week3 on most days of the week?
Smell’ Normal Impaired? Impaired?
or only slightly impaired?
Sleep disturbance or fatigue' | Not present? Present? Present3
Nasal endoscopy Healthy

(if available)

or almost healthy mucosa

Diseased mucosa#*

Diseased mucosa*

Rescue treatment
(in last 6 months)

Not needed

Need of 1 course of
rescue treatment

Symptoms (as above) persist
despite rescue treatment(s)

1Symptoms of CRS; 2 For research VAS <5; 3 For research VAS > 5; 4 Showing nasal polyps, mucopurulent secretions or inflamed mucosa

CRS, chronic rhinosinusitis; VAS, visual analogue scale.

EPOS 2020



KOlL OLKOVOULKO KOOTOG

Tooo n ofela aA\a Kuplwe N xpovia pwvokoAmitida emdpolv
apVNTLKA otnV molotnta {wng, onwe avth afloAoyeital pe
gpwtnuatoAoywa (Eg-5D, SF-36, SNOT-16/22)
Kuplwe emnpealouvv tnv amodotikotnta otnVv gpyaocia Ko
TNV KOWVWVLKA AELTOUPYLKOTNTO TWV aloOeVWV

To Apeco €tnoLo KOoToC ava acBevr) unoloyiletal og 2500
EUPW, TO EUMECO KOOTOC (amouocia amd tnv €pyacia n
HELWMEVN TIOPOYWYLKOTNTA) EKTIMATOL OTL €lval CNUAVTLKA
pneyaAlTtepo

2tic HNA n ouvoAwkn strowa eppecn damavn umoAoyiletal
o€ 20 d1o. doAapla

Eribpaoelg otnv mowotnta {wng

How does you

r
sinusitis treatment RS
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AvTLueTWTTLON O&Elag LOYEVOUC &
pwokoArnitidac (kowo kpuoAoynua)

Level of .
Therapy . GRADE recommendation
evidence
Antibiotics 1a (9 There is no evidence of benefit from antibiotics for the common cold or for persisting acute purulent
rhinitis in children or adults. There is evidence that antibiotics cause significant adverse effects in adults
when given for the common cold and in all ages when given for acute purulent rhinitis. Routine use of
antibiotics for these conditions is not recommended.
Masal corticosteroid la(-) The current evidence does not support the use of nasal corticosteroids for symptomatic relief from the
common cold
Antihistamines la Antihistamines have a limited short-term (days 1 and 2 of treatment) beneficial effect on severity of over-
all symptoms in adults but not in the mid to long term. There is no clinically significant effect on nasal
obstruction, rhinorrhoea or sneezing
Decongestant (oral / nasal)  |a The current evidence suggests that multiple doses of decongestants may have a small positive effect on
subjective measures of nasal congestion in adults with the common cold. Decongestants do not seem to
increase the risk of adverse events in adults in the short term.
Paracetamol la Paracetamol may help relieve nasal obstruction and rhinorfhoea but does not appear to improve other cold
(Acetaminophen) symptoms (including sore throat, malaise, sneezing and cough)
NSAIDs la NSAIDs do not significantly reduce the total symptom score, or duration of colds. However, for outcomes

related to the analgesic effects of NSAIDs (headache, ear pain and muscle and joint pain) NSAIDs produce
significant benefits, and malaise shows a borderline benefit, although throat irritation is not improved. Chills
show mixed results. For respiratory symptoms, cough and nasal discharge scores are not improved, but the
sneezing score is significantly improved. There is no evidence of increased frequency of adverse effects in
the NSAID treatment groups.

EPOS 2020



AvTtipetwriion o€elag LOyevoug ]

pwokoArnitidac (kowo kpuoAoynua)

Antihistamine-decongestant-
analgesic combinations

Ipratropium bromide

Nasal irrigation with saline

Steam / heated humidified air

Probiotics

Vitamin C

Vaccines

Exercise

la

Antihistamine-analgesic-decongestant combinations have some general benefit in adults and older
children with common cold. These benefits must be weighed against the risk of adverse effects. There is no
evidence of effectiveness in young children.

The existing evidence suggests that ipratropium bromide is likely to be effective in ameliorating
rhinorrhoea. |pratropium bromide has no effect on nasal congestion and its use is associated with more
side effects compared to placebo or no treatment although these appeared to be well tolerated and self-
limiting.

Masal saline irrigation possibly has benefits for relieving the symptoms of acute URTIs mainly in children and
is considered an option by the EPOS steering group.

The current evidence does not show any benefits or harms from the use of heated, humidified air delivered
for the treatment of the common cold.

Probiotics may be more beneficial than placebo for preventing acute URTIs. However, the guality of the
evidence was (very) low.

Given the consistent effect of vitamin C on the duration and severity of colds in regular supplementation
studies, and the low cost and safety, it may be worthwhile for common cold patients to test on an
individual basis whether therapeutic vitamin C is beneficial for them.

There are no conclusive results to support the use of vaccines for preventing the common cold in healthy
people. This is in contrast to influenza vaccines.

Regular, moderate-intensity exercise may have an effect on the prevention of the common cold.

EPOS 2020



SIMA 23

Echinacea

Zinc

Herbal medicine (excluding
Echinacae)

Fusafungine

AvTLueTWTTLON O&Elag LOYEVOUC &
pwokoArnitidac (kowo kpuoAoynua)

Ib

Echinacea products have not been shown to provide benefits for treating colds, although, there could be
a weak benefit from some Echinacea products: the results of individual prophylaxis trials consistently show
positive (if non-significant) trends, although potential effects are of questionable clinical relevance.

Zinc administered as zinc acetate or zinc gluconate lozenges at a dose of >=75 mg/day and taken

within 24 hours of onset of symptoms significantly reduces the duration of commaon cold. For those
considering using zinc it is advised to use it at this dose throughout the cold. Regarding prophylactic zinc
supplementation, currently no firm recommendation can be made because of insufficient data.

Some herbal medicines like BNO1016, Cineole and Andrographis paniculata SHA-10 extract have significant
impact on symptoms of common cold without important adverse events. A formal systematic review is
missing.

Fusafungine is an effective treatment of common cold especially when administered early. However,

serious allergic reactions involving bronchospasm although rare have occurred after the use of fusafungine.
For that reason, the medication is no longer on the market.

EPOS 2020
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AVTLUETWTILON OEELC LETA-LOYEVOUC &
pwokoAritidac (evnAlkec)

Level of
evidence

Therapy GRADE recommendation

Antibiotics la(-) There is no benefit from prescribing antibiotics for post viral ARS in adults. There is no effect on
cure or duration of disease and there are more adverse events. Based on the moderate level of
evidence and the fact that acute post-viral rhinosinusitis is a self-limiting disease, the EPO52020
steering group advises against the use of antibiotics for adults in this situation.

Masal corticosteroids la Nasal corticosteroids are effective in reducing total symptom score in adults suffering from
acute post-viral rhinosinusitis. However, the effect is small. Nasal corticosteroids have not been
shown to have an effect on QOL. Acute post-viral rhinosinusitis is a self-limiting disease. Based
on the moderate guality of the evidence and the small effect size the EPOS2020 steering group
advises only to prescribe a nasal corticosteroid when reduction of the symptoms of the acute
post-viral rhinosinusitis is considered necessary.

Systemic corticosteroids 1a Systemic corticosteroids, with or without antibiotics @6 not have a positive effect on recovery
at 7-14 days. There is a small but significant effect of systemic corticosteroids versus placebo
on facial pain atdays 4-7 after start of the treatment. There are no studies comparing systemic
corticosteroids to nasal corticosteroids. The quality of the evidence is low. Based on the
evidence, the numbers needed to treat and the potential harm of systemic corticosteroids,
the EPO52020 steering group advises against the use of systemic corticosteroids in patients
suffering from acute post-viral rhinosinusitis.

Ofela peTa-Loyevig pvoKoATTIS A
EUMUOVH CUUMTWHATWY TG ofelag Loyevoug pvokoAritidag yia > 10 nuépeg, auvtomneplopl{OUevn EPOS 2020



AvTlpeTwrtlon o€elag LETA-LOYEVOUG ]
pwokoAritidac (evnAlkec)

Decongestant (oral / nasal) Ib Masal decongestants may be effective in improving mucociliary clearance throughout the
acute phase of the disease. No studies have been performed evaluating the effect on resolution
or reduction of symptoms of postviral ARS. Based on the absence of clinically relevant data,
the EPOS2020 steering group cannot advise on the use of decongestants in acute post-viral
rhinosinusitis.

Nasal irrigation with saline Ib One small study did not find a difference between saline nasal spray versus no treatment.
One very small study found a larger effect of high volume versus low volume saline rinsing
on purulent rhinorrhoea and post-nasal drip. Based on the very low quality of the evidence
no strong advice can be given about the use of nasal saline irrigation although on theoretical
grounds saline can be expected to be beneficial rather than harmful.

Homeopathy Ib We found one study evaluating the effect of homeopathy (sinfrontal) showing a significant
reduction of symptoms and radiographic improvement versus placebo. Based on the limited
evidence the EPO52020 steering group cannot give clear advice on the use of homeopathy in
acute post-viral rhinosinusitis.

Herbal medicine Ib Some herbal medicines like BNO1016 tablets and Pelargonium sidoides drops and Myrtol
(and other essential oil) capsules have significant impact on symptoms of acute postviral
rhinosinusitis without significant adverse events.

Ofeila peta-loyevng pvokoAmitida:
EUMOVH CUUMTWHATWY TNG 0€elag Loyevoug pvokoATtitidag yla > 10 nuépeg, avtomneplopl{OUevn EPOS 2020



AVTLUETWTILON OEELC LETA-LOYEVOUC &
pwokoArnitidac (matdia)

Therapy Le?"'l of GRADE recommendation
evidence

Antibiotics la() The use of antibiotics in children with acute post-viral rhinosinusitis is not associated with greater
cure/significant improvement. Based on the moderate level of evidence and the fact that acute
post-viral rhinosinusitis is a self-limiting disease, the EPO52020 steering group advises against the
use of antibiotics for children in this situation.

Masal corticosteroids la Nasal corticosteroids seem to be effective in reducing total symptom score in children
suffering from acute post-viral rhinosinusitis on top of (ineffective) antibiotics. Acute post-
viral rhinosinusitis is a self-limiting disease. Based on the very low quality of the evidence the
EPOS2020 steering group cannot advise on the use of nasal corticosteroids in children with acute
post-viral rhinosinusitis.

Antihistamines 1b (-) There is one study evaluating antihistamines versus placebo in addition to (ineffective) antibiotics
in children with post-viral ARS showing no additive effect of antihistamines over the treatment
given. Based on the very low quality of the evidence, the EPOS2020 steering group cannot advise
on the use of antihistamines in post-viral ARS.

Bacterial lysates Ib One study has shown benefit in the use of OM-85-BV for shortening the duration of illness.

Ofela peTa-Loyevig pvoKoATTIS A
EUMUOVH CUUMTWHATWY TG ofelag Loyevoug pvokoAritidag yia > 10 nuépeg, auvtomneplopl{OUevn EPOS 2020



Avtiuetwrion oéelag BaktnpLakng ®
pwokoAritidac (evnAlkec)

Level of

. GRADE recommendation
evidence

Therapy

Antibiotics la Antibictics are effective in a select group of patients with symptoms and signs suggestive of ABRS. From the limited
data available (two studies versus one) it seems that amoxicillin/penicillin (beta-lactams) especially are effective
and moxifloxacin (flucroguinone) is not. The efficacy of beta-lactams is evident at day three where patients
already experience better symptom improvement and continues with a higher number of cures at completion of
treatment. However, careful patient selection for those with ABRS is needed to avoid unnecessary use of antibiotics
and side effects.

Antihistamines b () There is one study evaluating antihistamines versus placebo in adults with allergic rhinitis and ABRS shewing no
effect Based on the very low quality of the evidence, the EPQS2020 steering group cannot advise on the use of
antihistamines in post-viral ARS and ABRS.

Nasal irrigation with ~ 1b (-} One study comparing hypertonic saline nasal spray, isotonic saline nasal spray and no treatrment in addition to
saling antibiotics did not find a difference between the groups. Based on the very low quality of the evidence ho advice
can be given about the use of nasal saline irrigation.

Sodium Hyaluronate  Ib One study evaluating sodium hyaluronate compared to placebo in a nebulizer ampoule for nasal douching in
addition to levofloxacin and prednisone showed significantly fewer symptoms and better smell threshold in the
sodium hyaluronate group. Based on the very low quality of the evidence no advice can be given about the use of
sodium hyaluronate.

EPOS 2020



Avtipetwrion oéelag Baktnplakng ®
pwokoArnitidac (matdia)

Level of

. GRADE recommendation
evidence

Antibiotics 1a () Data on the effect of antibiotics on the cure/improvemnent of symptoms in ABRS in children are very limited. There
are only two studies with limited numbers that do not show a significant difference over placebo but do show a
significant higher percentage of adverse events. Larger trials are needed to explain the difference between adults
where antibiotics in ABRS has been shown to be effective and this outcome.

Mucolytics 1b () Erdosteine as an adjunct to antibiotic was not more effective than placebo

ABRS, acute bacterial rhinosinusitis.

EPOS 2020
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SIMA 23

[EVLKOC aAyOPLOUOC QVTLUETWTTLONG
o&slaC PLVOKOATILTIO QG

Two ARS symptoms Check for likely ABRS Self-Care
One of which should be nasal ebstruction = 3 of the following: E) - Self-sducation / e-Health
and/or discoloured discharge - Fever above 38°C - Decongestants <10 days
= Double sickening - NSAIDs / paracetamaol
4 facial pain/pressure « Unilateral disease « Herbal medicine
+ reduction or loss of smell - Severe pain - Zine
<10 days - Raised ESR/CRP - Vitamin C
s - Consider saline spray / rinses
®v ——| - Avoid antibiotics
e e s SRR S e - h A
'LRefertu!Treatment by Primary Care !
______________ -
I =) Appropriate therapy i
@ . - INCS
Check for likely ABRS | = 5 - Decongestants <10 days
< 1o the okl —* ymphlm =10 days or increased after 5 days? - Feihal madicine
- Fever above 18°C - Saline spray / rinses
- Double sickening « Avoid antibiotics

= Unilateral disease ) &)
- Severe pain )
Mo other investigations 10 days of antibiotics?
2 C)

=

2

E Consider and test for differential mwmm

: @ ;:Liag:i;sisandtlreatacmrdingly :Nhﬂil :Suuehmhl:lne
g.. odontogenic, fungal ball, “""““. d globe ""ﬁ’“.. "

Ol pacterial reci immunadeficiency) P e

s Y al resistance, immunodeficiency] ; in .  Ssof :

b or non-sinus diagnoses + Reduced visual acuity + Neurological signs
. migrai

E (e.q., migraine) IMMEDIATE REFERRAL

v

ABRS, acute bacterial rhinosinusitis; INCS, intranasal corticosteroids.

EPOS 2020



SIMA 23

AVTLLETWTILON XPOVLAC &
pwokoAritidac (evnAlkec)

Level of

. GRADE recommendation
evidence

Therapy

Short term antibiotics for CRS 1b (=) There are only two small placebo-controlled studies, one in CRS and one in acute exacerbation of CRS. Both show no
effect on symptomatology apart from significantly reduced postnasal drip symptom scores at week 2 in the CRS study.
Seven studies evaluated two different antibiotics regimes, of which only one was placebo-controlled. One out of seven
studies in patients with CRS showed a significant effect on SNCT at 2 and 4 weeks and also one study a significant
improvment in symptoms of infection at day 3 to 5 in one antibiotic versus another in a mixed group of patients with
CRS and with acute exacerbation. The other 5 studies showed no difference in symptomatology. Only two of these seven
studies, bath of which were negative, evaluated the effect after one month.

The EPOS2020 steering group, is uncertain, due to the very low quality of the evidence, whether or not the use of a short
course of antibiotics has an impact on patient outcomes in adults with CRS compared with placebo. Also, due to the very
low quality of the evidence, it is uncertain whether or not the use of a short course of antibiotics has an impact on patient
outcomes in adults with acute exacerbations of CRS compared with placebo. Gastrointestinal-related adverse events
(diarrhoea and anorexia) are frequently reported.

Short term antibiotics for acute 1b (=) The EPO52020 steering group, is uncertain, due to the very low quality of the evidence, whether or not the use of a
exacerbation of CRS short course of antibiotics has an impact on patient outcomes in adults with acute exacerbations of CRS compared with
placebo. Gastrointestinal-related adverse events (diarrhoea and anorexia) are frequently reported.

Longterm antibiotics for CRS 1a(-) The EPOS2020 steering group, due to the low quality of the evidence, is uncertain whether or not the use of long-term
antibiotics has an impact on patient outcomes in adults with CRS, particularly in the light of potentially increased risks of
cardiovascular events for some macrolides. Further studies with larger population sizes are needed and are underway .

Topical antibiotics 1b () Topical antibacterial therapy does not seem to be more effective than placeba in improving symptoms in patients
with CRS. However, it may give a clinically non-relevant improvement in symptoms, SNOT-22 and LK endoscopic score
compared to oral antibiotics. The EPO52020 steering group, due to the very low quality of the evidence, is uncertain
whether or not the use of topical antibiotic therapy has an impact on patient outcomes in adults with CRS compared with
placebo.

EPOS 2020



MNasal corticosteroids

Corticosteroid-eluting implants

Systemic corticosteroids

la

1 1 @
AVTLLETWTILON XPOVLOC o5

pwokoAritidac (evnAlkec)

There is high-quality evidence that long term use of nasal corticosteroids is effective and safe for treating patients with
CRS. They have impact on nasal symptoms and quality of life improavement, although the effect on SNOT-22 is smaller
than the minimal dinically important difference. The effect size on symptoamatology is larger in CRSWNP (SMD -0.93,
95% Cl -1.43 to -0.44) than in CRSsMP (SMD -0.30, 95% C1 -0.46). The meta-analysis did not shiow differenices betweeri
different kinds of nasal corticosteraids. Although in meta-analysis higher dosages and some different delivery methods
seem to have a larger effect size on symptomatology, direct comparisons are mostly missing. For CRSwNP, nasal
corticasteroids reduce nasal polyp size. When administered after endoscopic sinus surgery, nasal corticosteroids prevent
polyp recurrence. Nasal corticosteroids are well tolerated. Most adverse events reported are mild to moderate in severity.
Nasal corticosteroids do not affect intraocular pressure or lens opacity. The EPO52020 steering group advises to use nasal
corticosteroids in patients with CRS. Based on the low to very low quality of the evidence for higher dosages or different
delivery methods and the paucity of direct comparisons the steering committee cannot advise in favour of higher
dosages or certain delivery methods.

The placement of corticosteroid-eluting sinus implants in the ethmoid of patients with recurrent polyposis after sinus
surgery has a significant but small (0.3 on a 0-3 scale) impact on nasal cbstruction but significantly reduces the need
for surgery and reduces nasal polyp scoré Based on the moderate to high quality of the evidence the steering group
considered the use of corticosteroid-eluting sinus implants in the ethmoid an option.

A short course of systemic corticosteroid, with or without local corticosteroid treatment results in a significant reduction
in total symptom score and nasal polyp score. Although the effect on the nasal polyp score remains significant up to
three months after the start of treatment by that time there is no longer an effect on the symptom score. The EPOS2020
steering group felt that 1-2 courses of systemic corticosteroids per year can be a useful addition to nasal corticosteroid
treatment in patients with partially or uncontrolled disease. A short course of systemic corticosteroid postoperatively does
not seem to have an effect on quality of life. Systemic corticosteroids can have significant side effects.
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Antihistamines

Anti-leukotrienes

Decongestant

1b(-)

1 1 :‘@
AVTLLETWTILON XPOVLOC o5

pwokoAritidac (evnAlkec)

There is one study reporting on the effect of antihistamines in partly allergic patients with CRSWNP. Although there was no
difference in total symptom scare, the days with a symptom score <1 was higher in the treated group. The quality of the
evidence comparing antihistamines with placebo was very low. There is insufficient evidence to decide on the effect of
the regular use of antihistamines in the treatment of patients with CRS.

Based on the very low quality of the available evidence, the EPO52020 steering group is unsure about the potential

use of montelukast in CRS and does not recommend its use unless in situations where patients do not tolerate nasal
carticosteraids. Also, the quality of the evidence comparing montelukast with nasal corticosteroid is low. Based on the
evidence, the steering group does not advise adding montelukast to nasal corticosteroid but studies evaluating the effect
of montelukast in patients that failed nasal corticosteroids are missing.

There is one small study in CRSwNP patients showing a significantly better effect of oxymetazoline combined with MFNS
than MFNS alone without inducing rebound swelling. There was no effect of xylometazoline compared to saline in the
early postoperative period. This review found a low level of certainty that adding a nasal decongestant to intranasal
corticosteroids improves symptomatology in CRS. Although the risk of rebound swelling was not shown in this study, the
EPOS2020 steering group suggests in general not ta use nasal decongestants in CRS. In situations where the nose is very
blocked, the temporary addition of a nasal decongestant ta nasal corticosteroid treatment can be considered
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Nasal irrigation with saline la There are a large number of trials evaluating the efficacy of nasal irrigation. However, the quality of the studies is not
always very good which makes it difficult to give a strong recommendation. However, the data show:
Masal irrigation with isotonic saline or Ringer’s lactate has efficacy in CRS patients.
There is insufficient data to show that a large volume is more effective than a nasal spray.
The addition of xylitol, sodium hyaluronate, and xyloglucan to nasal saline irrigation may have a positive effect.
The addition of baby shampao, honey, or dexpanthenol as well as higher temperature and higher salt concentration do
not confer additional benefit.
The steering group advises the use of nasal saline irfigation with isotonic saline or Ringer’s lactate with or without the
addition of xylitol, sodium hyaluronate, and/or xyloglucan and advises against the use of baby shampoo and hypertonic
saline solutions due to side effects.

Aspirin treatment after la Oral ATAD has been shown to be significantly more effective and clinically relevant than placebo in improving QOL
desensitization (ATAD) with oral (measured with SNOT) and total nasal symptom score in patients with N-ERD. However, the change in SNOT from treating
aspirin in N-ERD with oral ATAD compared to placebo did not reach the clinically important mean difference. ATAD reduced symptoms

after six months compared to placebo. However, ATAD is associated with significant adverse effects, and the risks of not
taking the medication strictly on a daily basis puts a burden on patient and caregiver.

Based on these data, the EPOS2020 steering group suggests that ATAD can be a treatment for N-ERD patients with
CRSwWNP whenever there is confidence in the patient’s compliance.

Aspirin treatment after 1b (=) ATAD with lysine aspirin and platelet inhibitors (like Pradugrel) have not been shown to be an effective treatment in

desensitization (ATAD) with nasal CRSwWNP patients with N-ERD and are not advised.

lysine aspirin in N-ERD

Low salicylate diet Ib Diets, like low salicylate diet have been shown to improve endoscopic scores and may improve symptoms compared to
a normal diet in patients with N-ERD. However, the quality of the evidence at this moment is not encugh to draw further
conclusions.
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Local and systemic antifungal
treatments

Anti-IgE

Anti-ll-5

Anti IL-4/1L-13 (IL-4 receptor a)

Probiotics

1a()

1b ()
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Local and systemic antifungal treatments do not have a positive effect of QOL, symptoms and signs of disease in patients
with CRS. The EPQ52020 steering group advises against the use of anti-mycatics in CRS.

Anti-IgE (amalizumab) therapy has been proposed as a promising biologic therapy for CRS. Two RCTs that evaluated anti-
IgE monoclonal antibody (omalizumab) did not show impact on disease specific QOL but one study did show an effect
on the physical domain of 5F-36 and AQLQ. One study demonstrated lower symptom scores (change from baseline in anti
IgE group) for nasal congestion, anterior rhinorrhoea, loss of sense of smell, wheeze and dyspnoea, a significant reduction
of NPS on endoscopic examination, and Lund-MacKay scores on radiologic imaging. Due to the small study population

in the existing studies, further studies with larger population sizes are needed and are underway, The available data are
insufficient to advise on the use of anti-IgE in CRSwNP at this moment.

There is only one large sufficiently powered study with mepolizumab that showed a significant reduction in patients’ need
for surgery and an improvement in symptoms. Unlike in CRS, there is a significant experience with anti-Il5 in other type

2 driven diseases like asthma that do show a favourable safety profile so far. The EPOS2020 steering group advises use of
mepolizumab in patients with CRSwNP fulfilling the criteria for treatment with monoclonal antibodies (when approved).

At the moment the only anti-ll-4 treatment studied in CRS is dupilumiab. Dupilumab is the only monaclonal antibody
that is approved for the treatment of CRSWNP sa far. When evaluating all trials with dupilumab, the drug seems to induce
conjunctivitis in trials in patients with atopic dermatitis but not in trials with asthma and CRSwNP. Mo other adverse
events have been reported in the literature until now. The EPOS steering group advises ta use dupilumab in patients with
CRSwNP fulfilling the criteria for treatment with monoclonal antibodies.

Although probiotic therapies show theoretical promise, the two studies performed so far did not show any differences
compared to placebo. For this reason, the EPOS2020 steering group advises against the use of probiotics for the treatment
of patients with CRS.
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Muco-active agents 1b Data on the effect of muco-active agents in CRS are very limited. The only DBPCT evaluating the addition of
S-carboxymethylcysteine to clarithromycin showed a significantly higher percentage of patients with effective respanse
and improved characteristics of nasal discharge at 12 weeks The EPO52020 steering group considered the quality of the
data insufficient to advise on the use of muco-active agents in the treatment of patients with CRS.

Herbal treatment 1b Of five RCTs evaluating herbal treatment, a large DBPCT, using tablets, showed overall no effect, although a post-hoc
sensitivity analysis, showed a significant benefit in major symptom score at 12 weeks of treatment over placebo in patients
with a diagnosis of CRS for >1 year and a baseline M55 >9 (out of max 15). Of the four studies evaluating different local
herbal treatment, three showed a favourable effect. However, not all studies were blinded and the quality of the studies
was variable.

The treatment does not show significantly more adverse events than placebo. The quality of the evidence for the local
treatment islow. Based on the available data, the EPOS2020 group cannot advise on the use of herbal medicine in CRS.

Acupuncture and traditional 1b () There is no evidence that traditional Chinese medicine or acupuncture is more effective than placebo in the treatment of

Chinese medicine CRS. The safety of Chinese medicine is unclear because maost of the papers are not (easily) accessible, Minor and serious
adverse events can occur during the use of acupuncture and related modalities, contrary to the common impression
that acupuncture is harmless. For this reason, the EPOS2020 steering group advises against the use of traditional Chinese
medicine or acupuncture.
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Indications for biological treatment in CRSWNP

Presence of bilateral polyps in a patient who had ESS* J

THREE criteria are required

' !
Criteria Cut-off points
« Evidence of type 2 inflammation e emeeceea- Tiggyue @05 =10/hpf, OR blood eos =250u/1, OR total IgE =1001U/ml
- Need for systemic corticosteroids or . =2 courses per yr, OR long term (>3 months)
contraindication to systemic steroids low dose steroids
- Significantly impaired quality of life <o + SNOT-22 = 40
« Significant loss of smell s+ Ainosmic on smell test (score depending on test)
L Diagnosis of comorbid asthma = i Asthma needing regular inhaled corticosteroids )

*axceptional circumstances excluded (e.g., not fit for surgery)
CRS, chronic rhinosinusitis; CRSwMP: chronic rhinosinusitis with nasal polyps; ESS, endoscopic sinus surgery; hpf: high power field (x400); SNOT-22,

sino-nasal outcome test-22.

Adjustments in EPOS/EUFOREA criteria: The only change is the reduction of blood eosinophils to 150 cells/ul (EPOS 2023 update)
EPOS 2020
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LLOVOKAWVLKWYV QVTLOWLATWV

Defining response to biological treatment in CRSwWNP EPOS

Evaluation of 5 criteria

« Reduced nasal polyp size

« Reduced need for systemic corticosteroids
« Improved quality of life

« Improved sense of smell

« Reduced impact of co-morbidities

.
Excellent response
5 criteria

Poor response
1-2 criteria

No response

0 criteria

v

Evaluate treatment response after 16 weeks

—>

v

Evaluate treatment response after 1 year

Discontinue
treatment
if no response
in any
of the criteria
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Two CRS symptoms

and/or discoloured discharge
+ facial pain/pressure

+ reduction or loss of smell

> 12 weeks

One of which should be nasal obstruction

Self-Care

- Self-education / e-Health
« Saline spray / rinses

« INCS (if OTC) B

+ Avoid antibiotics
- Avoid exacerbating factors

6-12 weeks:

i Referto Primary Care !

- =

Primary care follow-up
« Saline rinses

+ INCS (if not OTC)

+ Educate compliance/technique
- Avoid antibiotics

+ Check treatable traits and comorbidities

Refer to Secondary / Tertiary Care

improvement?

| 612weeks: |
improvement?

-

[ PRESENCE OF ALARM SYMPTOMS
« Periorbital oedema/erythema
+ Displaced globe
+ Double vision
+ Ophthalmoplegia
« Reduced visual acuity
« Severe headache
+ Frontal swelling
- Signs of sepsis
- Signs of meningitis
« Neurological signs
« Unilateral symptoms
+ Bleeding
= Crusting

« Cacosmia

IMMEDIATE REFERRAL
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Refer to Secondary / Tertiary Care

Check treatable traits / comorbidities
History and full ENT exam
Nasal endoscopy

Diffuse / bilateral CRS Follow EPOS 2020 management scheme
/ on diffuse / bilateral CRS
Localized / unilateral CRS _ CTacam
(urgent if suspicion of tumour)
Diagnosis rejected
Reconsider differential diagnosis

Diagnosis confirmed
Surgery likely
Refer if necessary / suspected malignancy

e
=
t
'ﬂ_l
38
v
o
c
©
LY
@
v

Consider CT scan
Reconsider differential diagnosis

No (apparent) CRS

CRS: chronic rhinosinusitis; CT, computed tomography; INCS, intranasal corticosteroids spray; OTC, over-the-counter. EPOS 2020
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Therapy LE:UEI of GRADE recommendation
evidence
Antibiotics 1b () There is no high level evidence to support the efficacy of either short or long term antibiotics for
CRS in children.
Nasal corticosteroids 5 There is no evidence regarding the efficacy of intranasal steroids in the treatment of CRS in

children. Nevertheless the EPOS steering group is supportive of their use in light of their anti-

inflammatory effects and excellent safety record in children.

Systemic Steroids 1b(+) Adding a taper course of systemic steroids to an antibiotic (not effective on its own) is more
effective than placebo in the treatment of paediatric CRS. Judicious use of this regimen is
advised considering systemic side effects.

Saline Irrigation Ib (+) There are a few clinical trials demonstrating the efficacy of saline irrigations in paediatric patients

with CRS. The EPOS steering group is supportive of the use of saline in light of the excellent
safety record in children.

Adenoidectomy 4 Adenoidectomy is effective in younger children with symptoms of CRS. The EPQOS steering group

supports adenoidectomy in young children refractory to appropriate medical therapy.

FESS 4 FESS is safe and effective for the treatment of older children with CRS refractory to medical
therapy or previous adenoidectomy.

CRS, chronic rhinosinusitis; FESS, functional endoscopic sinus surgery.

EPOS 2020



SIMA 23

AAYOPLOLOC AVTILETWTITLONG &
xpoviag pvokoATtitidac (rmawdia)

Two CRS symptoms Self-Care
One af which should be nasal obstruction - Self-education / e-Health
andfor discoloured disch - Masal hygiene

- Salline spray / rinses

+INCS# OTC
*cough - NSAIDs / Paracetamol

+ facial pain/pressure
> 12 weeks

v

: Examination of ears, mose and throat

. Suspician of adencid hypertrophy? |
S ws
(+)
C) .
6-12 weeks: improvement?
=)
Refer to Primary Care Lt Refer to Secondary | Tertiary Care =

History & full ENT exam; nasal endoscopy

Consider [ test for secondary CRS
and comorbidities
(e.g. CF / PCDV PIDY

Adeno
@ 6-12 weeks: Consider / test for DD and treat
ent? [eg. AR)

-
TP rEvET Ent?

Appropriate medical therapy (AMT)
= Masal stenoid (drops f spray [/ rinses)

In older children: consider FESS

AMT, appropriate medical treatment; CF, cystic fibrosis; CRS, chronic rhinesinusitis; CT, computed tmography; DD, differential diagnosis ; INCS, intrana-
sal corticsteraids; LMS, Lund-Mackay score; NSAIDs, non-stercidal anti<inflammatory drugs; OTC, over the counter; PCD, primary ciliary dyskinesia; PID,

primary immune deficiencies.
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E€wkpavieg

Ta&wounon kata Chandler:
*  Npodadpayuatikn kuttapitida
*  Kuttapitda koyxou
*  YTOTMEPLOOTIKO AMOOTNUA KOYXOU
*  Evéokoyxiko amootnua
*  OpouBwon onpayywdoug KOATIOU

Oykoc tou Pott (Pott’s puffy tumor)

*  OoteopueAiTida HETWTTLALOV 00TOU

Evookpavieg

Mnviyyitda
Evéokpavia amootiuata
Napéoelg eykedalkwyv oculuylwv

UpToDate



LCmmET; /\ELTOUPYLKI EVOOOKOTUKI XELPOUPYLKN
| pwoc-rtapappviwv (FESS)

* Anuoupyla  mapappivia¢  KoWotntag — Tou
ocuuneplAapBavel to ¢GuoLOAOYIKO ekPOPNTIKO
OTOULO

* ETUTPEMEL E€MOPKN OCEPLOMO TNC TAPAPPLVLOG
KOWOTNTOC

* Evodwvel tn BAevvokpooowtn kabapon

* AweukoAUvel TNV edoppoyni/Kotavourn TOTILKWV
Beparmnelwv

EPOS 2020



AeLtoupyLKn eVOOOKOTILKN XELPOUPYLKN
pwoc-tapappviwyv (FESS)
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Mn dinBntkr popdn (LuKkATWHA)

AinBntwn popdn (pvo-odBaApo-eykedaAkn LoUuKoppUKWGN)

MuKNTIOLOLKI PLVOKOATTLTLOO

KaAn mpoyvwon
Zxetiletal ouxva pe odovTika attia Ko EMEUPACELS
Avtiuetwrion: evdooKOTILKN XELPOUPYLKA

Mtwyxn poyvwaon

Enéktaon oe mapakeipeves SopES (e€wTepLkn piva, umepwal)
Eukauprakn Aotpwén (avoookateotaApévol — cakxapodiapntikol)
AwOnon kat vékpwaon dopwv tou KNI amod onmuikd Eufola
NpooBoAn eykepaAikwv culuylwv

AVTIUETWILON: APOT Tou attiov (.. appudulotog 2.A.), AVILLUKNTIAOLKA
(apdotepikivn B), €KTETAUEVOC XELPOUPYIKOC KaBaplopog (eviote
anotteital e€evtepwaon tou opBaAULKOU KOyXOoUL)

UpToDate
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