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What Is known about asthma?

= Asthmais a and potentially.
disease that can be

= Asthma causes symptoms such as wheezing, shortness of
preath, chest tightness and cough that

= Symptoms are associated with
.e. difficulty breathing air out of the lungs due to

= Bronchoconstriction (ainway: narrewing)
= Airway wall thickening
= |ncreased mucus

= Sympteoms may. be Py facters such
as viral infections, allergens,; tehacco SMoKe, EXErcise ana
Stress



OpIguds ToU doBudTog

= To 4oBua eival Wia xpovia GAEYLOVLIONG
ClATORANI TV GEQMY/WIVGIV

s MG KUTTORA KAl KUTTERIKOI TTARAYOVIES
OUUUETEXOUV

= H Ypovie @AeyuovI] 0onyEl o€ auenan TN
Bpoyyikic UTiepaVTIORAGTIKOTATAS e
UTieTpeidlovie; ETeIeedle Guplyued, Briye: kai
OUOTIVOIGS

s ExTevig, uetaBAnTos kol cuyve avaoTREWINOS
TIERIOPICGIOS TNE PONGS TOU AERM



Definition of asthma

Asthma IS a heterogeneous disease,

usually characterized by chronic ainway
Inflammation.

It IS defined by the history of respiratory
Ssymptems such as wheeze, shortness of
preath, chest tightness and cough that
Vary GVer time and in Intensity, together
With variable expiratoery: airflew limitation.

GINA 2014



Mnyavieuoel ZUVeTayGuevel
gm0 Tov OpIoUo Tou AGBUATOS

TapayeVES KNGOV
(yie TV Evepén Tou aoBuaTos)
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 Bpoyyd ATIO@RALN PO
YepaviioRacTikond T:@u' QERQ!
ZUPTTWPOTO
Mapayevies Kiveuveu

(via: Tig EEapaEIS)




YWNAN EMITITLON AOONATOG
TTAOYKOOUIWG

= [epittou 300 ekOoTOUPUPIA
AVOPWTTOI EXYOUV 0CcOua
TTAYKOOMIWG

= AVOUEVETAI VA aucnBouV
kaTa 100 ekaTouuUpPIa EWG
10 2025

Masoli M, et al. Allergy 2004



= Augavetal o Emiielacués Tou AcBuarog
o1a MaiBid/EehBouc

diIAavdia 1966
(Haahtelaet al) 11989

>oundia {1979

(Aberg et al) 1991
laTTwyvia 1982
(Nakagomiiet.al) { 1992
TKWTiO 1982
(Ronaet al) 1992
AyyAia 1989
(Omran et al) 1994
APEPIKA {1982
NES) 1992
Néa ZnAavdiaf 1975
(Shaw et al) 1989
AuocTpaAia 1982
(Peat et al) 1992
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tnrriz in cnildrern aged

=10.0
50-99
0-49

No standardised data
available

GINA 2014 Appendix Box Al-1: figure i © Global Initiative for Asthma



H voonpoTATna Kal BVATOTATA TOU
QoOuaTOC TTAPAUEVEI UPYNAN

= [JepioocoTepa atro 1,400 aropa TrEBaivouyV
ECAITIOG TOU 00OUOTOGC KOBE XPOVO

= 71,000 voonAciec AOyw aoBuaToG KOBE
XPOVO

= [Ho kaBe 2 aGOEVEIG TIOU EIGANOVIAl OTO
VOO OKOUEIO AOYW OGONATOG, 5 GAAC]
emokenToVIal 1o TEIN

Asthma UK Survey 2004



Global asthma fatality rates

Countries shaded according to case fatalty rate (per 100,000 asthmatics)
=10.0 w050

m 51100 = No standardized data available



s ATIO TOV 0pYAVIGHG: BNUIoURYeUV
TIPOOIGEEDN, I] THROCTATEUOUV GTi0 TV
avamTu¢n do8UoTOS

n ATIO TO TEPIBOAAOV: ETNPEACOUV TNV
TeaAVETNTe EKBHAWBNE TNE VOTOU G
TROOIATESEIUEVE dTOUM, TIDOKAAOUNV
ECOPOTEIC TNG VOOOU N/kal TNV ETHUOVH| TLV.
OUUTTTUUCTGIV,
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u AIGTROPK) KO QARICIKA

= [Mayuoapkia
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Odds ratio
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Burrows B, et al. N Engl J Med

. 1989;320:271-277.
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EIoTIVEONEVA AAAEPYIOYOVA

AKAPI OIKIOKNG OKOVNG

[FUpPEIG
Tpixwua Cwwy.

VIUKNTEG

= Dermatophagoides
farinae,
Dermatophagoides
pteronnysinus

= Grass pollen, olive pollen,
birch pollen; parietaria

= Cat fur, deg fur

= Alternaria, aspergillus,
cladesporum
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EPIFAZIAKOI MAPATONTEX
EYAIZOHTOMNOIHXHX

= AVOPYOAVEG XNUIKEG OUGIEG

= OpPYOVIKEG XNMIKEG OUCIEG

= DUTIKEG TTPWTEIVEG

= [IpWTEIVIKA TTAPAYWYA LWV
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A2OMA KAI AOIMOQ=EI>
ANATINEY2TIKOY

= RSV, oG TNG YPITITTAG, PIVOIOI

= \\Vheezing
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OAPMAKA

MnN oTEPOEION AVTIGAEYHNOVWION
= B-OVOGOTOAEIG

= ACE Inhibitors

= OTrioUxO

= Jomika avalcOnTika



[TAGODY 2IONOINA
A2OMATOX



Smooth
muscle
dysfunction

Airway
inflammation

Airway
remodelling




DAsypovwonG OIEPYOCIO UE
pHEocOAABnon IgE
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Holgate ST.JACI 2003
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Diagnosis of asthma — Ssymptoms

GINA 2014

that symptoms are due to asthma If:

More than one type of symptom (wheeze, shortness of breath, cough,
chest tightness)

Symptoms often worse at night or in the early morning
Symptoms vary over time and in intensity.

Symptoms are triggered by viral infections, exercise, allergen
exposure, changes in weather, laughter, irritants such as car exhaust
fumes, smoke, or strong smells

that symptoms are due to astama If:
|selated cough with' ne other respiratery: Symptoms
Chrenic production of sputum
Shortness of breath assocliated with dizziness, light-neadedness or
peripheral tingling
Chest pain
EXercise-induced dyspnea with neisy inspiration (stridor)



Diagnesis ofi asthma

" The diagnosis of asthma should be based on:
= A history of patterns

= Fyidence of  from
pronchodilator reversibility testing or other tests

= Document evidence for. the diagnosis in the patient’s notes,

= |t IS often more difficult to: confirm the diagnosis after
treatment has been started

= Asthmais usually characterized by airway: Inflammation
and ainvay nyperrespensivVeness, but these are
{0'make the diagnesis of astima.

GINA 2014



AOKIMAZIA
BPOIF'’ XOAIAZTOAH2

Oykog

____________

AcOuaTikog (Tmpo B/A)

XPOVOG (SEC)

ZNpeiwon: H KaBe KAUTTUAR OVTITTPOO WITEUEI THV KOAUTEPN OTTO 3 OI0OOXIKEG HETPNOEIG
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POOMETPO
Peak Flow Meter




POOMETPO
Peak Flow Meter

» MeTpdel T PEYIOTN EKTTVEUCTIKI] POr]
Peak Expiratory Flow Rate (PEFR)

» Eival eUxpnotn uéBodog

» VITTOPEI VA XPNOINOTTOINOEI aTTo EVIJAIKES KAl TTOIDIO =5 ETLOV
> EvVoeigeig

= AlQyVwon acBuaTog

= Alokupaven >10%

= [JapakoAouBnon TTopEias AoOUATOG
= ACIOAOYNON VUXTEPIVWY. CUNTITWUATWY AO0OUATOG
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METHACHOLINE CHALILENGE
TEST

Metacholine.Concentration/bose

EEV; (L5)
-20%
— A
S .
VIET2CHGIINE BrONcHoa1ation
2d MINIStation SteED

HIGH SENSITIVITY — LOW SPECIFICITY




MEASUREMENITFORALLLERGIC

STATUS - ATORY

History
= |t can help to 1dentify risk factors
Skin prick tests
= They do not contribute to asthma diagnosis
Specific serum IgE (RAST)
= They do not surpass the reliability of skin prick tests
= More expensive
Total lgE
= Has no value as a diagnostic test



Patient with
respiratory symptoms

Are the symptoms typical of asthma?

Detailed history/examination
for asthma

History/examination supports
asthma diagnosis?
. Further history and tests for

alternative diagnoses

Clinical urgency, and Z g ’ %
* itbesr diagngses z,mlikely -+ YES Alternative diagnosis confirmed? =

¥

Perform spirometry/PEF
with reversibility test

Results support asthma diagnosis?

Repeat on another
occasion or arrange
other tests

Confirms asthma diagnosis?

\/

Empiric treatment with NO
ICS and prn SABA ¢
ReV|ew r.espon'se Consider trial of treatment for

Diagnostic testing most likely diagnosis, or refer
within 1-3 months for further investigations

)

\d

Treat for ASTHMA Treat for alternative diagnosis a

© Global Initiative




D/D OF ASTHMA

Localised pathology
Inhaled foreign body
Endobronchial tumour
Vocal cord dysfunction

Diffuse airway pathology
Chronic obstructive pulmonary disease
Eosinophilic bronchitis
Post-infectious airway hyperresponsiveness
Cystic fibrosis
Bronchiectasis
Left ventricular failure

Other pathologies
Gastro-oesophageal reflux
Pulmonary embolism
Pulmonary eosinophilia syndromes
Drug-induced airway hyperresponsiveness



Tacivounon Baputnracg

TAZINOMHZH BAPYTHTAZ
KAIvikd XapaKTnpIoTIKA TTPO TNG OepaTtreiag

: Nuxrepiva -
ZUPTTTWHOTA SUpTITOPATO FEV, N PEF
STAAIO 4 2UVEXN = 6)\0% 110}S
ZoBapo MeploploPEVN QUGIKA Zuxva Trpo’B EIOHEVIS
Etripovo SpaoTnpioTnTa AlokOpavon> 30%
Kabnuepiva > 4 60=805%TNG
2TAAIO 3 ; NHEPIV : 1 (pop?( TPOBAETIONETC
MéTpio Kpioe€ig eTTnpeacouv TV eBoouada . .
Etrigovo TN dpacTnPIOTNTA AiakOpavon > 30%
>TAAIO 2 >1 @opd TNV EBBOPAdA | > 2 @opEg TO = 8)?% TG
"Hmio aAAd < 1 @opd TV unRva TPOPAETTONEVNG
Emiyovo | nuépa AiakGpavon 20 - 30%
<1 @opa TNV eoOHAOA
ZTAAIO 1 : , =807 TNG
ACUUTTTWHOTIKOG KOl < 2 POPEG TO )
AilaAgitrov quaoioloyikr PEF I::; J‘rlzfg ° TTPOBAETTONEVNG

METAEU KPIoEWV Alakupavon < 20%

H mopougia své6¢ améd Ta yapaxTnpioTikG Baputnrag ETApKE yia TRV Katdtagn Tou acBevoug o€ autd To oTddio.



ASSEsSsIng asthima Severity.

" How?

= Asthma severity Is assessed retrospectively from the level of treatment
required to control symptoms and exacerbations

= \When?

= Assess asthma severity after patient has been on controller treatment
for several months

= Severity IS not static — it may change over months or years, or as
different treatments become available

= Categories of asthma severity.

. Well-controlled with Steps 1 or 2 (as-needed SABA or low
dose ICS)

. well-controlled with Step 3 (low-dose ICS/LABA)

. reguires Step 4/5 (moderate or high dose ICS/LABA +
add-on), or remains uncontrolled despite this treatment



GINA - ETireoa EAEYXOU TOU GO UATOG

XOAPOKTAPIGTIKA EAEYXOMUEVO MepIka VIR
EAEYXOMEVO
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SYrngtorn corirol

A. Symptom control Level of asthma symptom control
. _ WEIE Partly Uncontrolled
In the past 4 weeks, has the patient had: controlled controlled
» Daytime asthma symptoms more -
than twice a week? Yes NoOl
. ' ' ?
Any night waking due to asthma? Yesl NoQl - None of 1.2 of 3.4 of
* Reliever needed for symptoms* these these these
more than twice a week? Yes NoOl
« Any activity limitation due to asthma? Yes Noll

B. Risk factors for poor asthma outcomes

» Assessrisk factors at diagnosis and periodically

+ Measure FEV, at start of treatment, after 3 to 6 months of treatment to record the patient’s
personal best, then periodically for ongoing risk assessment

ASSESS PATIENT’S RISKS FOR:

* Exacerbations

* Fixed airflow limitation

* Medication side-effects

GINA 2016 Box 2-2B (1/4) © Global Initiative for Asthma




GINA - AVTIJETWTTION TOU 0GOUATOG UE [SAaH ToV
EAEYXO

ENINEAOC EAEFXOY OEPAMNEY TIKH
FNPOZERFIZH

E¢etdoTe TNV augnon
MEPIKA EAEF'XOMENO _ yia va emreuyBei eAeyxog

: AuZoTE PEXP!
MH EAEFTXOMENO = va emteuy0Oei EAeyxog




Train the patient

Repeat and check
IN_every. Visit




UPDATED!

Not for children <12 years

**Eor children 6-11 years, the
preferred Step 3 treatment is
medium dose ICS

#For patients prescribed
BDP/formoterol or BUD/
formoterol maintenance and

reliever thera
Other Py

controller + Tiotropium by mist inhaler is
options an add-on treatment for

' : . : patients 212 years with a

history of exacerbations

GINA 2016, Box 3-5 (2/8) (upper part)



Step 1 — as-needed inhaled short-acting
beta,-agonist (SABA)

] TEP Refer for

PREFERRED STEP 2 = g : : add-on

CONTROLLER i treatment
CHOICE e.g

. Med/high tiotropitm,
: l b,
Lowdose IR nng%;lzzlﬂT%b
Low dose ICS . ICS/LABA*

...........................................................................................................................................................................................................................

Other & consider low Leukotriene receptor antagonists (LTRA) i Med/high dose ICS ﬁddhtg)trop;gg*fg Qggel%vcs
controller § - yose ICS Low dose theophyliine* iLow dose ICS+LTRA i igh dos€
options i (or+ theoph®) i +LTRA

i (or + theoph*)

As-needed SABA or
low dose ICS/formoterol*

RELIEVER As-needed short-acting beta,-agonist (SABA)

*Not for children <12 years

**Eor children 6-11 years, the preferred Step 3 treatmentis medium dose ICS

#For patients prescribed BDP/formoterol or BUD/ formoterol maintenance and reliever therapy

T Tiotropium by mist inhaler is an add-on treatment for patients 212 years with a history of exacerbations

GINA 2016, Box 3-5, Step 1 (4/8) © Global Initiative for Asthma



Steroid-treated asthmatic

Asthmatic

Laitinen LA et al, J Allergy Clin Immunol 1992



Step 2 — low-dose controller + as-needed
iInhaled SABA

: STEP 5
STEP 4 :
STEP3 : Refer for
PREFERRED STEP 1 ¢ add-on
CONTROLLER : i treatment
CHOICE : e.g.
i Med/high : tiotropium *t
g : omalizumab,
Low dose ICS/LABA ‘mepolizumab*
Low dose ICS ICS/LABA** :
S e e e, e S
Consider | g i p i
controller 32?;&2\,\/ Leukotrlel?:v\;%coip:?rr] : géi%ﬁalzis (LTRA) Low dose ICS+LTRA : High dose ICS dose OCS
options (or + theoph*)  i+LTRA i
: (or + theoph*)
RELIEVER As-needed short-acting beta,-agonist (SABA) As-needed SABA or .,
low dose ICS/formoterol

*Not for children <12 years

**Eor children 6-11 years, the preferred Step 3 treatmentis medium dose ICS

#For patients prescribed BDP/formoterol or BUD/ formoterol maintenance and reliever therapy

T Tiotropium by mist inhaler is an add-on treatment for patients 212 years with a history of exacerbations

GINA 2016, Box 3-5, Step 2 (5/8) © Global Initiative for Asthma



Step 3 — one or two controllers + as-needed
iInhaled reliever

Refer for

PREFERRED STEP 1 : STEP 2 add-on

CONTROLLER : treatment
Med/high : tiotropium,**

: omalizumab,
Low dose ICS/LABA ‘mepolizumab*

Low dose ICS ICS/LABA**
orer | T —— T — —— R— — T
Consider low : Leukotriene receptor antagonists (LTRA) Med/high dose ICS ™ P :
controller doseICS i Low dose theophylline* Low dose ICS+LTRA jj High dose ICS  : dose OCS
options : (or + theopht) +LTRA
(or + theoph*)
RELIEVER As-needed short-acting beta,-agonist (SABA) As-needed SABA or .,
low dose ICS/formoterol

*Not for children <12 years

**Eor children 6-11 years, the preferred Step 3 treatmentis medium dose ICS

#For patients prescribed BDP/formoterol or BUD/ formoterol maintenance and reliever therapy

T Tiotropium by mist inhaler is an add-on treatment for patients 212 years with a history of exacerbations

GINA 2016, Box 3-5, Step 3 (6/8) © Global Initiative for Asthma



Step 4 — two or more controllers + as-needed
iInhaled reliever

Refer for

PREFERRED STEP 1 : STEP 2 add-on
CONTROLLER treatment

CHOICE _ e.g.

Med/high § tiotropium,**

omalizumab,
Low dose | ICS/LABA Ld mat

Low dose ICS | ICS/LABA*
Other i AR AR s eseseninanns S G o
Consider low : Leukotriene receptor antagonists (LTRA) : Med/high dose ICS §** p
controller doseICS i Low dose theophyline* i Low dose ICS+LTRAJHigh dose ICS dose OCS
options : : (or + theoph*) +LTRA
: ] (or + theoph*)
RELIEVER As-needed short-acting beta,-agonist (SABA) As-needed SABA or .,
low dose ICS/formoterol

L

*Not for children <12 years

**Eor children 6-11 years, the preferred Step 3 treatmentis medium dose ICS

#For patients prescribed BDP/formoterol or BUD/ formoterol maintenance and reliever therapy

T Tiotropium by mist inhaler is an add-on treatment for patients 212 years with a history of exacerbations

GINA 2016, Box 3-5, Step 4 (7/8) © Global Initiative for Asthma



Step 5 — higher level care and/or add-on
treatment

| Refer for
PREFERRED STEP 1 : STEP 2 add-on
CONTROLLER : treatment
CHOICE : .
: Med/high
emehen ICS/LABA epolizumab*
Low dose ICS i ICS/LABA** |
orrer i e e e
Consider low : Leukotriene receptor antagonists (LTRA) ¢ Med/high dose ICS ™ P
controller doseICS Low dose theophylline* i Low dose ICS+LTRA ;High dose ICS dose OCS
options i (or+theoph¥) itLTRA
: : i(or + theoph*)
RELIEVER As-needed short-acting beta,-agonist (SABA) As-needed SABA or .,
low dose ICS/formoterol

*Not for children <12 years

**Eor children 6-11 years, the preferred Step 3 treatmentis medium dose ICS

#For patients prescribed BDP/formoterol or BUD/ formoterol maintenance and reliever therapy

T Tiotropium by mist inhaler is an add-on treatment for patients 212 years with a history of exacerbations

GINA 2016, Box 3-5, Step 5 (8/8) © Global Initiative for Asthma
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Greatest benefit in allergic rhinitis
Limited role in asthma

TR

More successful in patients with sensitivity to 1 allergen

¢ . Specific iImmunotherapy should be considered only after
strict environmental avoidance and pharmacologic intervention,

Including inhaled glucocorticosteroids, have failed to control a
patient’s asthma”

© Global Initiative for Asthma



PRIMARY CARE Patient presents with acute or sub-acute asthma exacerbation

: Is it asthma?
ASSESS the PATIENT Risk factors for asthma-related death?

Severity of exacerbation?

MILD or MODERATE SEVERE

Talks in phrases, prefers Talks in words, sits hunched LIFE-THREATENING
sitting to lying, not agitated forwards, agitated Drowsy, confused

NANNRRNRRNS

Respiratory rate increased Respiratory rate >30/min or silent chest

/

Accessory muscles not used Accessory muscles in use
Pulse rate 100-120 bpm Pulse rate >120 bpm

O, saturation (on air) 90-95% O, saturation (on air) <90%
PEF >50% predicted or best PEF <50% predicted or best

it

START TREATMENT

SABA 4-10 puffs by pMDI + spacer,
repeat every 20 minutes for 1 hour

Prednisolone: adults 1 mg/kg, max. ‘
|

TRANSFER TO ACUTE
CARE FACILITY

While waiting: give SABA,

50 mg, children 1-2 mg/kg, max. 40 mg O,, systemic corlicaetari

Controlled oxygen (if available): target
saturation 93-95% (children: 94-98%)

SRR RN NN R

'

© Global Initiative for Asthma



START TREATMENT

SABA 4-10 puffs by pMDI + spacer,

repeat every 20 minutes for 1 hour TRANSFER TO ACUTE

/ CARE FACILITY
Prednisolone: adults 1 mg/kg, max.

50 mg, children 1-2 mg/kg, max. 40 mg While waiting: give SABA,

7 ) 0O,, systemic corticosteroid
Controlled oxygen (if available): target

saturation 93-95% (children: 94-98%)_// ‘1’

CONTINUE TREATMENT with SABA as needed
ASSESS RESPONSE AT 1 HOUR (or earlier)

IMPROVING

-

ASSESS FOR DISCHARGE ARRANGE at DISCHARGE
Symptoms improved, not needing SABA Reliever: continue as needed

PEF improving, and >60-80% of personal Controller: start, or step up. Check inhaler
best or predicted technique, adherence

Oxygen saturation >94% room air Prednisolone: continue, usually for 5—7 days

Resources at home adequate (3-5 days for children)
Follow up: within 2—7 days

FOLLOW UP

Reliever: reduce to as-needed

Controller: continue higher dose for short term (1—2 weeks) or long term (3 months), depending
on background to exacerbation

Risk factors: check and correct modifiable risk factors that may have contributed to exacerbation,
including inhaler technique and adherence

Action plan: Is it understood? Was it used appropriately? Does it need modification?

© Global Initiative for Asthma



Marriziefinie) exaceroaiions

INITIAL ASSESSMENT

Further TRIAGE BY CLINICAL STATUS
according to worst feature

MILD or MODERATE

Talks in phrases

Prefers sitting to lying

Not agitated

Respiratory rate increased
Accessory muscles not used
Pulse rate 100-120 bpm

O, saturation (on air) 90-95%
PEF >50% predicted or best

Short-acting beta,-agonists
Consider ipratropium bromide

Controlled O, to maintain
saturation 93-95% (children 94-98%)

Oral corticosteroids

A: airway B: breathing C: circulation

If] elCLIg Celfs

Are any of the following present?
Drowsiness, Confusion, Silent chest

Consult ICU, start SABA and O,,
and prepare patient for intubation

SEVERE

Talks in words
Sits hunched forwards
Agitated

Respiratory rate >30/min
Accessory muscles being used
Pulse rate >120 bpm

O, saturation (on air) < 90%
PEF =50% predicted or best

Short-acting beta,-agonists
Ipratropium bromide

Controlled O, to maintain
saturation 93-95% (children 94-98%)

Oral or IV corticosteroids
Consider IV magnesium
Consider high dose ICS

If continuing deterioration, treatas
severe and re-assess for ICU i l
P |

FEV, or PEF 60-80% of predicted or

personal best and symptoms improved
MODERATE
Consider for discharge planning

GINA 2014, Box 4-4 (1/4)

ASSESS CLINICAL PROGRESS FREQUENTLY

MEASURE LUNG FUNCTION
in all patients one hour after initial treatment

FEV, or PEF <60% of predicted or
personal best,or lack of clinical response
SEVERE

Continue treatment as above
and reassess frequently

\"»‘“TIAT/,,
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© Global Initiative for Asthma



Short-acting beta,-agonists Short-acting beta,-agonists
Consider ipratropium bromide Ipratropium bromide

Controlled O, to maintain Controlled O, to maintain
saturation 93-95% (children 94-98%) saturation 93-95% (children 94-98%)

Oral corticosteroids Oral or IV corticosteroids

Consider IV magnesium
Consider high dose ICS

If continuing deterioration, treat as
severe and re-assess for ICU

e i i M R

ASSESS CLINICAL PROGRESS FREQUENTLY

MEASURE LUNG FUNCTION
in all patients one hour after initial treatment

| FEV, or PEF <60% of predicted or
personal best,or lack of clinical response

SEVERE

FEV: or PEF 60-80% of predicted or
personal best and symptoms improved

MODERATE

Consider for discharge planning Continue treatment as above

and reassess frequently

© Global Initiative for Asthma



Definitions

COPD

Asthma-COPD overlap [not a definition, but a description for clinical use]

GINA 2017, Box 5-1 (3/3)
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