PART I: ADMINISTRATIVE DATA AND PRODUCT INFORMATION
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Sawmaswinmad uRdu-An
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1. Yondnsoual

Saransuinmnad” ovfidu-An
2. Fouazarnuussvasiaendidny

dhenafinan Dermatophagoides pteronyssinus 10000 AU/ml
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ihla LifiFaufdvdesseou
4. \ndywadans/ndvaaans
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nagiunazduiu antigen-presenting cells(iu macrophages) uaginawalvi CD4+ T-helper lymphocytes virlwt
fin598s cytokines(tu L4 way IL-5) Feinaviili B cell wWisuluidu Plasma cell wioads IsE sfiasunizse
asnegiiui vieiundn specific IgE Feazluduuu mast cells wag basophil Wesrsmedudaivasieniuien
adsisrndsnslésuamamilienatnanasioniud lunmeaougiuimeionis fedu asregiufluten
annvzduruRIniaslUinujiseniu specific IgE Wliinnswdawesansiinans (mediators) Wy Histarine avi
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5. Yaudld
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6. vunaeniluuziin uazasnnslden

neathe 1 nenasuuindwosihefivharuazeinuds 1Hiuasiaung iunenarsuaslioglutumil
s vieldgunsaliewslaglilifidensen ndsaniuiadaheteon sndusesiuna
- nsdihermuAuRauIN(Histamine) S1uRaRdINITIAGOY 10-15 117
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7. Yaviuld

vuhmsnageuUAsegiuilasnsasAaduiiliofilianusovgaen antinistamine 167 waw §taofiil
132 generalized skin disease %38 dermatographism, an3dias34, §U38 unstable angina wgaﬁﬁﬁﬂﬁﬁamﬂﬁm
anaphylaxis Tun1snageunisiantsunou
vhhnsnaaeuUisengiiuilaenisasinlu fUaefldsuen  beta- blockers WAy angiotensin converting
enzyme(ACE) inhibitor Hiesainenasununisnevauassenisinwsie adrenaline(epinephrine) nselAnUfAsen
fusiinTe(Systemic reaction)
8.ANAdULAzdaAITIE T
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nsquanednag1atioy 20 wAndNIVaaey
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9. dunsisEiUENaLY

El'lﬁﬁwaﬁiaﬂﬁﬁmmaaUQﬁLLﬁw’mﬁ’mﬁﬂ laun antihistamine, tricyclic antidepressant, oral prostaglandin
D2 inhibitor U Indomethacin, antileukotriene Wag topical corticosteroids ﬁﬂﬁuquﬂ%mﬁdﬂénmu
szezafuwmduugiinouvinmaaeunduimsiovis
10.n5l4luansinssduazansseningliuuyns

Pregnancy Category : C
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11. 9amslaineUszasa
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duuUiAzeuiviane (systemic reaction) fiaeiAntunasdinistudinly ¥ud aufinv ernsusld
Avifsufumadumela veessuduinds uazanudulading

12. Mslasugiiveunn wazdsnisinm
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Fuusgnuen antihistamine
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BNENSANNUEIA W INE+HLBNANTDN9D4
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1. FouAnAm

o

Saransuinmnad” ovfidu-An
2. FouazAunsIvasiIEddY
dhenafinan Dermatophagoides pteronyssinus 10000 AU/ml

3. ANWAUZVDINAAAUN

ila Lifideuidmdosdou
4. ndswasans/ndvaasans

IuQ'ﬁLLﬁmidaqﬁuﬁ miél’uﬁamﬁriagﬁLLﬁ(ALLergen)ﬂ%aLLiﬂ%V‘iﬂﬁLﬁﬂﬂﬁﬂ%’N IgE antibodies lnaans
nagiunazduiu antigen-presenting cells(iu macrophages) uaginawalvi CD4+ T-helper lymphocytes virlwt
fin598s cytokines(tu L4 way IL-5) Feinaviili B cell wWisuluidu Plasma cell wioads IsE sfiasunizse
ansnegiiui viofiFendn specific IgE Geazluduun mast cells waz basophil Wesrsmedudaiuasieniuien
adsisrndsnslésuamamilienatnanasioniud lunmeaougiuimeionis fedu asregiufluten
annvzduruRIniaslUinujiseniu specific IgE Wliinnswdawesansiinans (mediators) Wy Histarine avi
THdudendosvenas (Vasodilation) dwalvimiiuuas ( flare), wazseeyu ( wheal) AsUVLIineEey  1ag
Ufiseuvanianinnigluna 15-20 it shlsanusoiavuinves wheal way flare Taehilufiod wuinvesses
yuilln » 3 fadiuns weediiuunsszney Wurawin Suaneiiheiufissniuinoasnoniuivinbu S¢e

Liwiansnagiuivdatuiagliiujitetlas intu Senunsedwuniuauguuswesujisena 0 fa 4+

Ref 1 p.1-2

Allergic diseases arise from genetic and environmental factors. Allergic dis-
cases, such as allergic rhinitis, asthma, and eczema, are often familial. The
term alofnc disease has been coined to describe these conditions. Although the
gcm:tlcs of allergic diseases are not completely understood, intensive investi-
oenetic basis of these conditions.

18 (proteins, glyco-

3 0 [g > . Mast cc]]s are found in abundd.ncc in thc con-
_]unctlva., nasal mucosa, luwcr respiratory tract, gastrointestinal tract, and
slun Once r.he individual has bemrne: semmzod (1 e dcvclos IgE antbod-

addition, an inflammatory component to the
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Ref 1 p.8
minutes after application, whereas the allergens will peak at approximately 15
to 20 minutes, The largest and smallest diameters at right angles are added and
then divided by two to obtan the dimensions of the wheal and of the sur-
rounding erythema or “Hare” response. Permanent records can be achieved by

Various methods have been used to interpret skan test results (8). Most re-
actions indicative of clinical allergy are wheals greater than 3 mm in diameter.
Grading is on a scale of 0 to 4; however, a higher grade does not necessarily

Ref 2 p.634
Grading of Skin Tests

Measuremen(

Skin tests should be read at their peak. Whatever the
method, the immediate skin test induces a response that
reaches a peak in 8 to 10 minutes for histamine, 10 1o |5
munutes for mast cell secretagogues, and 15 to 20 minutes for
allergens. LPRs are not recorded often because their exact
significance is unkpown, 0!

Criteria of Positivity

The wheal or the erythema are both used to assess the
positivity of skin tests. Using the prick-puncture test, when
control sites are completely negative, small wheals of | 1o
2 mm with flare and itlching may represent a positive immuno-
logic response and the presence of specific 12E antibodies.
Although significant in immunologic terms, small positive
reactions do not necessarily indicate the presence of a
clinically relevant allergy. Using prick puncture test, reac-
tions generally regarded as indicative of clinical allergy are
usually greater than 3 mm in wheal diameter (corresponding
0 a wheal area of 7 mm?®) and more than 10 mm in flare
diameter® Another criterion is a ratio of the size of the test
induced by the allergen to the size of that elicited by the
positive control solution.

Sequence SPC
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' (1,2,3)
5. Yausld
Tflunsesaifadedmsuinasdeinasdulsagliviinas fyiuinlondieiBasAn (skin prick test)

Ref

1pd

Expert Guide to Allergy and Immunology

Box 1.1 Indications and Contraindications for Allergen Skin Testing

Indications Contraindications

presp— Aol
Allergic rhinitis Inability to discontinue antihistamines
_ Generalized skin disease

Food sensitivrity Relatie
Atopic dermaritis Pregnancy
Urticaria B-Adrenergic-receptor blocking
Anaphylaxis agent therapy

Drug seacions History of anaphylaxis 1o previous
Penicillin sensitivity skin tests
Local anesthetic reactions Dermatographism

Stinging-insect anaphylaxis Unstable angina

Adapted with permission from Bush REK, Gern JE. Allergy evaluation: who, what and how.
In: Schidlow DV, Smith D, eds. A Pracationer’s Guide to Pediatric Respiratory Disorders.
Philadelphia: Hanley & Belfus; 1994:261-70.

Ref 2 p.634

Skin prick-puncture tests are recommended as the primary
test for the diagnosis of IgE-mediated allergic diseases
and for research purposes by the European Academy of
Allergology and Clinical Immunology™ and the U.S. Joint

Council of Allergy Asthma and Immunology.™

Ref

3 p.S15

Present application

Sequence SPC

Under ca_rell eﬁd circulzmces, these tests are also

1.3.82Pg. 5
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] ° aa v (1,4)
6.9URETILUZIN wazISnslden

nenten 1 venasuuimdwesthefivharuazenudiliiduasining duvenasuadiedludunds
fani viseliaunsaliaws TnglallvifliGenoen ndmniuiadatheteen anduses una

- nsdithenmuaunauIN(Histamine) S1uHAVEMITVAGDY 10-15 Wil

- nsdhienadinanasrioniiui (Allergen extract) 8usandanmsnndey 15-20 uril

Ref 1 p.6

approximate 45° angle to skin

oL Auother rm,thcd 15 the puncture
tec.hmquc A drop of a]lergc:mc extract is placed on the skin, and a puncture
device is pushed into the skin perpendicularly. Commonly used puncture de-

= Thc largest znd sma]lest dlam@mrs at nghtanglcs are added a_nd
Lhen dlwded by two to obtain the dimensions of the wheal and of the sur-
rounding erythema or “fare” response. Permanent records can be achieved by

Ref 4 p.18

34.5 Time of reading results

) ] es. If the test is left for longer than 20 mmules the
hlslamlne and allergen response may diminish or be lost, and if not measured on time due to
some delay, the test may need to be repeated.

Sequence SPC 1.3.32Pg. 6
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1,4)
7. Javiauly

vahnsnaseuUizengiiuilaensasAnduiiliefilianusevgnen antihistamine 1 wag gauiisl
A% generalized skin disease %3 dermatographism, an3singan, %I’ﬂ’JEJ unstable angina M%@Q’ﬁﬁﬂiﬁﬁmilﬁﬂ
anaphylaxis Tunsmagounisianisanneu
vhuhmsnaaeuUisengiiuilasnisazinlu fUaefldiuen  beta- blockers WAy angiotensin converting
enzyme(ACE) inhibitor Hi4a1ne1asuniunIsnevausswen1snwsie adrenaline(epinephrine) nIalinU)ATEN
QﬁLLﬁVi”JmEJ(Systemic reaction)

Ref 1 p.4-5
A

ert Guide to Allergy and Immunology

Box 1.1 Indications and Contraindications for Allergen Skin Testing
Indications
Dnhelant sensitivity
Allergic rhinitis
Asthma
Food sensitivity
Atopic dermatitis

Utticaria
Anaphylaxis
Drug reactions

Penicillin sensitivity

Local anesthetic reactions

Stinging-insect anaphylaxis  (JStable/anging
Adapted with permission from Bush RK, Gern JE. Allergy evaluation: who, what and how.
In: Schidlow DV, Smith D, eds. A Practitioner’s Guide to Pediatric Respiratory Disorders.
Philadelphia: Hanley & Belfus; 199426170,

cause systemic anap i roduce hypoxemia in the fetus (4).

N ) | ' enaline. In general lha risk of
systemm anaphylams fmm skm lestmg is low and the drugs need not be withheld except where
certain high-risk features exist (see “risks of skin testing”).

Sequence SPC 13.8B2Pg. 7
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o Y o/ (1,4,5)
8.ALADULAZUIBAITISI

winsneaeupiiusiiedinfiaasndy wifmsinluanuiiifiarmieuiiazlinisidedouasdfmssnm
UiRsgiuiTierafiedu lnedunmdfliasnsitdadouassnuldodaiiuied Fosilaunsaiuazenilasldsnm
UFA3egfiuiognien In  antihistamine wag adrenaline  §themseglumuguavesunndluifiaumiesly
nsguanednatatiey 20 wAndin1svaaey

Ref 5 p-20

methoci and not standarmsad skln prlck tésﬁ ng

ren. Ch||dren should be wmghadprmr t-::- tes‘tmg
and the appropriate dose of adrenaline (10 pg/kg intra-
muscular) noted in case a generalised reaction occurs.

Ref 1 p.6

&  Expert Guide to Allergy and Immunology

Box 1.3 Approaches and Precautions for Skin Testing

Approaches
Select high quality extracts of appropriate concentrations.

Include positive and negative controls.
Perform tests on normal skin: evaluate for dermatographism.
Record results at proper time (10-15 min).

Reprinted with permission from Bush RK, Gern JE. Allergy evaluation: who, what and
how: In: Schidlow DV, Smith D, eds. A Practitioner’s Guide to Pediatric Respiratory Disor-
ders. Philadelphia: Hanley & Belfus; 1994:261-70.

Ref 4 p.19

: It |sunnacessary to hold patlants aﬂer a negatlve test or whera thera havabaan

only moderate skm prlck test reactlons to aaroallergens ina patlant wnh no hlstory of asthma

Sequence SPC 13.32Pg. 8



PART I: ADMINISTRATIVE DATA AND PRODUCT INFORMATION

o aa o = (3,4
9. BUATNIYIINUYIDUS

El'lﬁﬁmaﬁiami‘vmaauqﬁLLﬁVl’Nﬁ’mﬁ\‘i A antihistamine, tricyclic antidepressant, oral prostaglandin
D2 inhibitor U Indomethacin, antileukotriene Wag topical corticosteroids ﬁ\iﬁgumwsmwmﬁﬂﬂénmu
szogmfumduuzihieuvinnmaaeuniusimsions

Ref .3 p.s17

Funhcrmore the studies that evaiu,aled dug:ee and duration
of antihistamine suppression were not directly comparable
because they used different pharmacodynamic models (eg,
histamine vs allergen induced). The general principle to be
gleaned from various studies is that the use of first- and
second-generation antihistamines should be discontinued 2 to
3 days before skin tests with notable exceptions being ceti-

rizine, hydroxyzine, clemastin

loratadine. and cyprohe
dine {T‘able ) =40

or as lnng as 6
day% ut Hmarmne,, antagonists may cause mild suppression,
and their use should be discontinued for 24 hours before

testing 4243

Short-term oral corticosteroids (30 mg of prednisone daily for
I week) do not suppress skin tests.” There are dissenting
opinions about the effect of long-term and relatively high-
dose corticosteroids (=20 mg/d) on s nofi diat

skin test reactions.*™* By contrast,

49-51 Skin tests should be avoided in
these sites or corticosteroids should be avoided in such sites
for 2 to 3 weeks before testing. This effect is attributed to a
combination of a decrease in mast cell recruitment and an
increase of mast cell apoptosis.*39

Ref 4 p.7

2.2.4 Drugs that interfere with the skin prick test response

A large range of drugs may reduce skin reactivity and must be withheld before skin testing (see
Appendix B). First generation antihistamines usually have a short duration of action whereas
second generation act for longer; the duration of suppression of skin test reactivity is variable
between different drugs and individuals. Antidepressants such as doxepin, other tricyclics, and
tetracyclics have antihistamine activity and may need to be withheld for 1-2 weeks or more®.
Phenothiazines also have antihistamine activity. Think of OTC cold and flu remedies, “sinus”
analgesics, antitussives; also of antiemetics, sedatives, relaxants, migraine prophylactics
(cyproheptadine, pizotifen). Oral corticosteroids probably do not significantly diminish the skin
test reaction even after prolonged use'°, but prolonged topical corticosteroids have been shown
to reduce skin reactivity!'. Topical pimecrolimus does not alter skin prick test reactivity'?
Topical moisturisers do not reduce prick test reactions but may cause extracts to run or disperse
which creates a practical difficulty.

Sequence SPC 1.3.32Pg. 9
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PART I: ADMINISTRATIVE DATA AND PRODUCT INFORMATION

4)

Pregnancy Category : C

ansfinssntedudormuuwuy relative osanduiniiufizeinnieintusazanudusl enavilinie

amevmeenduiumsnluassdld viielianstuivewngn® anvilideseonisuriwmiensaaeniounivun
NIeduURSIELAANTIUATIALS o ndsliinis@nwinertunatnadsswesendlusuanudufiunonissinsss,

M3AULIYDRIB8Y F9A35ITENaE 19T IInE Y

Sequence SPC

Ref 1 p.4-5

Evaluation of Patients Before Skin Testing

Before skin testing, the patient must be evaluated by an experienced physician
who is familiar with the nuances of skin testing (4). This evaluation is not
only necessary to establish that the patient’s condition is likely to have an al-
lergic basis but also to evaluate the patient for possible risks to skin testing
(Boxes 1.2 and 1.3).

Although skin testing using epicutancous (prick/puncture) methods is gen-
erally safe, there is always a risk of a systemic anaphylactic reaction; therefore,
a physician experienced in treating anaphylactic reactions must always be pre-
sent and available during skin testing, Necessary equipment for treating sys-
temic anaphylaxis (e.g., epinephrine, intravenous solutions for wvolume
expansion, and equipment and supplies for airway protection) should be read-
ily available. Because the effect of epinephrine may be blunted by the pres-
ence of p-blocker lhcr'q . such m(x]iairiom shuu!d be dijcontinucd_bcforc

skin testng (4). Pregr }inghﬁ-

mw&mﬁemﬁwkﬁsm@ M'hj’;&m&m the fetus (4). Patients
with severe lung disease, congestive heart failure, or unstable angina may not
be appropriate candidates for skin testing because anaphylaxis is pardcularly
likely to be life threatening in patients with limited cardiovascular reserve (4).
Patients with severe allergic symptoms, particularly unstable asthma, should
not be tested untl their symptoms have been stabilized (4).

Ref 4 p.7
2.2.3 Relative contraindications/precautions:

Contraindicated in non-specialist practices for safety reasons (see section on safety below):

= Persistent severe/unstable asthm

cy of the

= Patient on beta-blockers.

1.3.1.27g. 10
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(4,6,7)
11. @15 hineUseaen

winsnaaeuiluiiuy skin prick test fediianuvasasie ddnsmainenislidisUszasuuuufize
wihne (systemic reaction) 0.03 % SasNsAnUARTeWFULTIToENT1 0.02% uazdilifseaunindedin
ohslsfimunmaeaougiuivefionis Wumslihedutaasroniuf Taens fedunafnnauanluguiuung
(flare)uazaoeyu ( wheal) assiutisiinageviadudesnd  omsldfisuszasdiintuluimeseuiifiniuing
oraAntulAidy WHuaw Beurdue fudummeasugiuimsiiluseuiifigunsaiuazeniiasldsnmognion
UenaNpIANNSUIUIaInedeU( the late phase response) iliAnn15U9n %ﬂﬁﬂlﬁmmmsmaaugﬁuﬁ
MaRmTslnedsandnmdvda(intradermal testingunnan

dmsuuiseuivihne (systemic reaction) fiaeiintunazdinmstuiinly iud aufin ermsuanld
Rvifsufumaiumela vasnauduings uazausiuladingd

Ref 4 p.26

The expected reaction to a skin prick test is a localised wheal and flare. Delayed local skin
swelling (the late phase response) which is often tender or painful may occur uncommonly as
aresult of an IgE-mediated late-phase reaction (seen more commonly with intradermal testing).
Rarely this can cause quite marked swelling and discomfort, however it does not usually last
more than 36 hours.

Systemic introduction of allergen may occur as an unintended consequence of the skin prick.
Systemic reactions from skin prick testing have been recorded, including the typical
manifestations of anaphylaxis such as generalised urticaria, angioedema including airway
angioedema, bronchospasm, and hypotension. These reactions are generally mild and respond
to treatment with standard measures. There are many case reports of systemic allergic

Ref 6 p.76
In the last thirty years the occurrence of systemic 19], the National Health and Nutrition Examination Survey
reactions, at least with SPTfor inhalant allcrgunq extracts, (NHANES 1I)[20], spontaneous surveys [11,12, 21-25], case
d : reports [11,26-41] and some editorials or commentaries [42-

45). The surveys are summarized in Table 1, whereas Table
2 illustrates the m ures of the published case reports.

survey by Lockey et al [13], 5 of lhe 6 reported latahncc;
were associated with IDT is some additional cases were
described by Lin et al [12]. Given the lower specificity
[14] and increased risks, IDT is no longer recommended : :
as first-choice, but for selected diagnostic procedures. reported. In one of lhc fatal cases c.cratch thls w1lh 90

commercial food antigens (including fish, egg, shellfish,

nut, and peanut) [15] were employed. Some nonfatal but

Overview of the recent literature severe reactions, mainly anaphylaxis, were described by
some authors over the last 30 vears (Tables 1, 2), but only
The hleraturc lrom IQSU lhrough 2005 was ‘iearchcd via few were due to aeroallergens [11,21,27, 34, 38, 411, and

Ref 6 p.77

r i mc,d.]n gt.m.ral pancnts w1lh prevmm

Ref 7 p.132

and antibiotics 72 reactions per 100,000 penicillin and antibiotics skin tests, and to
aemalh,rgen‘; 15 or 23 reactions per 100,000 aeroallergen skin tests. The :
reaction rate for skin puncture test was 30 reactions per 100, n punc s,
for skin puncture and intradermal skin tests, the rate was 55 reactions per 100,000

Alria wsrsmnbaen nond lasendacaan] Alrla tantn ATl £ wnblnmbn svrnen donndnd nad Alnaalinnad

Sequence SPC 1.3.1.2%g. 11
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12. m3l#Fugivaun uazdsnnsinu ®

lesannsmnasugiiusimaiovds L‘TJuﬂ'ﬁ"Lﬁ’Q’ﬂ’mé’uﬁaa’ﬁdaqﬁLLﬁUﬁﬁ%mﬁLﬁmeﬁuafmﬁﬂﬁ’tﬁmmms
fu Feazanamdanisneaey uimndensdunanansoltieanssedin sniiunsdlfuimieslanydilsl
ansnsoduiiauoanesadenamediniioanennsduld Wy eduitidunauvesnide vie guihuds (ce-pack) uFeli
Fuusenuen antihistamine

uimniAaUfAewivihne msegluanuguavesuwmdluifanumieslunisoua
Ref 4 p.19

3.4.8 Patient aftercare

Some patients experience considerable discomfort as a result of the itching of the skin test.
Numbers should be removed from the skin, usually by cleaning with an alcohol solution (unless
contraindicated by dry skin or a skin condition). Usually itching from skin prick testing subsides
within 15 minutes or so. Some measures may be taken to reduce discomfort, including topical
creams to reduce itching such as urea creams (Urex), or an ice-pack. Topical corticosteroids
have been shown not to be useful®®. Some practitioners recommend an oral antihistamine.
There is no evidence for the relative effectiveness of these approaches.

Patients should be warned that there is a possibility of a late-phase reaction (LPR), although
this is relatively uncommon with prick tests (more common with intradermal testing). The
significance of the presence of absence of the LPR in skin prick testing is unknown.

It is essential that the patient should receive counselling regarding the significance of the test
results from the medical practitioner who ordered the test and receive information on any
implications of the test, for example allergen avoidance etc.

13. an1znafiuine
Fuliluftenmadl 2-8 esmieaidoa
14. sUnuvEHAzYUIAUSSTITEwne
themaaey AllerVACtest gnussglneisusiannidieluriauind vinas 2 Taddns

15. YouazNatvagnan
USYM Tsanundunssy wndnwmasnistn 311

WUl 55/2,55/11 vigdit 1 auuuae-Ingissa fuarmaten sunennsiauna Jaminuasugulng. 0-28868190-9

16. Junsinsudluuiuusaenans
30 digu1eu 2560
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