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Summary of Product Characteristics
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1.2 ANUWTY ﬁﬂmaﬁ’mmﬂ Periplaneta Americana 0.05 g /ml
1.3 guiuuueeen : gnUTFIINTe
2. BSnauagnuaudimendiAgy thenafinan Periplaneta Americana 0.05 g /ml
2.2 Usuaudiendifgy : 0.05 g /ml
3. dnwguaz FULUUEIMLATYNTTY
ihla LifiFauiedndosdeu vssqlunalida
4. pruanUAnIAdtin
4.1 Tousldlunssne
THlumsnnaitedvdmiuiiadeiosdulsaiuiuiasanuseifasin (skin prick test)

4.2 wngarIsnslien
weanen 1 veaasuuiviwesitheiviauazaaudldiduasinungriunenansuaglfeglutumis

i vseldgunsaliane Tngldlifidensen  ndwntuIadaineteen NTUUTOEIUNA NEINITNIAFRY 15-20
Wi

4.3 Yavnuld
wuinsnageuUisenglivilaenisasindugUienlianunsavens1  antihistamine 1 way fUae9d

A% generalized skin disease %130 dermatographism, @n38A337, U738 unstable angina ﬁ%@égﬁﬂiﬁamitﬁﬂ
anaphylaxis Tun1smageunsiInilauneu

vhuhnsnaaeuUFisegiiuilasnsazinlu guaefildiuen  beta- blockers WAy angiotensin
converting enzyme (ACE) inhibitor \flonenasunIunsmeuaueIonIs WY adrenaline(epinephrine)
nsalAnUAATeNnTuiane (Systemic reaction)

4.4 Adsuiiriviazdanissyidunislden
wimsneaeuniwiteninrunasndy wifimsviluaonuiiifinamieuiiasliniitadouaglimsdnm
Ufsengiuiiornintu tnefunmdflirnsitadouasdnwldeneiuvined fosligunaniuazeniiagldsnm
UFAsegiufiegwien len antihistamine wag adrenaline fthemsaglumiuguavesmmgluiifiarumienly
nsguasiednag1etiey 20 WAnaINIVaaey
4.5 Sunsiseniuendun wie sunsisenduy
m‘ﬁﬁNaﬁiamswﬂaaugﬁLl,ﬁvmﬁwﬂ'& eun antihistamine, tricyclic antidepressant, oral prostaglandin
D2 inhibitor % Indomethacin, antileukotriene wag topical corticosteroids ﬁﬂﬁ?uquﬂ%mﬁﬂﬂénmm
szoznafiumduugihieuinnmaaeuniusimaioms
4.6 nmsldluanifinssiuaransseninalviuuyns
Pregnancy Category : C
ansfinsssdeluderunuy relative osmndiAndufisehnmeifatunasaudusi o1viliAnnne
vmeendiauiumanluassdld vieinnsiuivesngnds enavilidssensuvissenisaasaneurimun ie
Sunsouninluassdld wesanndliinsAnwiAufunainafsmeseiluguanuduivsensinsss, ns
Fulpvesiagou Jeasldniegiesiase do
4.7 nasernuannsalunstud wazhnuiuiaiesdns

Sequence SPC 1312Pg. 1



PART I: ADMINISTRATIVE DATA AND PRODUCT INFORMATION

Linudoya
4.8 omslifialseasd
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Water for injection
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ulilufigamadl 2-8 °C
6.5 dnunLardINUTENOUYBINITULUTTY
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Summary of Product Characteristics + Lona1591994

Samafuinmad” uusau
AllerVACtest” COCKROACH
1. Yowdnsosien
1.1 Hoen Saraesuinman” uiasay
1.2 Auuss : thenafinann Periplaneta Americana 0.05 g /ml
1.3 guiuuueeen : pUTAINTe
2. BSnauagnuaudimendiAgy dhenadaann Periplaneta Americana 0.05 g /ml
2.2 Usuaudiendifgy : 0.05 g /ml
3. dnwgLaz JULUUEMILNEUNSTY
il Lifidudsdindesseu vssqlunalida
4. guanTAMeRaTin®
4.1 Foudldlumssnu™*?
THlunsnredfdedudmiviiiasdeinesfulsagiuiasauseisazin (skin prick test)

Ref 1 p.d

4 Expert Guide to Allergy and Immunology

Box 1.1 Indications and Contraindications for Allergen Skin Testing

Indications Contraindications

Fr— Absohit
_ Inability to discontinue antihistamines
Asthma Generalized skin disease

Finel sensitrity Relutae
Atopic dermatitis Pregnancy
Urticaria B-Adrenergic-receptor blocking
Anaphylaxis agent therapy

Drug reactions History of anaphylaxis to previons
Penicillin sensitivity skin tests
Local anesthetic reactions Dermatographism

Stinging-insect anaphylaxis Unstable angina
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; 1994:261-70.

Ref 2 p.634
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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

Under carefully deﬁnedlcircumqtances. these tests are also
1.2 yuneuarisnislien ™’

veRten 1 venasuuivimestisfivharuaseaudliiduasinun e aasuarifeglusunds
s viselgunsaliams Inglallsifidonoen vismnduiadeheneen wntusesdiumaandusesumandams
NAFaY 15-20 W19

Ref 1 p.6

(Box 1.5) (5,6).

Another method is the puncture
technique. A drop of allergenic extract is placed on the skin, and a puncture
device is pushed into the skin perpendicularly. Commonly used puncture de-

The largest and smallest diameters at right angles are added and
then divided by two to obtain the dimensions of the wheal and of the sur-
rounding erythema or “Hare”™ response. Permanent records can be achieved by

Ref 4 p.18

3.4.5 Time of reading results

_- If the test is left for longer than 20 minutes the

histamine 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.

2(1,4)
3|

4.3 govul
nuhnsneaeuliisengiuilaensasiadudUlenldaansavenen  antihistamine 1@ uag §Uaeiidl
. . . a . aa s v . A yaa wa a
AMg generalized skin disease %38 dermatographism, @n3iATIN, WUIY unstable angina WIBKYNUTEIRNITIAA
anaphylaxis Tunsnageunisiantannou
nuhnsveaeuliisengiuilaonsasinlu fUiedlasuen beta-  blockers  wag angiotensin
converting enzyme (ACE) inhibitor Li8491n0725UNIUNIOUAUBIHONITIN®IE  adrenaline(epinephrine)
nsalinUfAse1Iuvinng (Systemic reaction)
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1 p.4-5

Expert Guide to Allergy and Immunoclogy

Box 1.1 Indications and Contraindications for Allergen Skin Testing

Indications

Inalant sensitiity
Allergic rhinitis
Asthma

Food sensitivity
Atopic dermaritis
Urticaria
Anaphylaxis

Drug reactions
Penicillin sensitvity
Local anesthetic reactions
Stinging-insect anaphylaxis

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; 1994:261-70.

Ref

oxemia in the fetus (4).

In addition, certain situations may invalidate the skin testing results.

ap.7

2.2.5 Drug that mai be contraindicated in skin Erick lestini

see “risks of skin testing”).
In general the risk of

systemic anaphylaxis from skin testing is low and the drugs need not be withheld except where

certain high-risk features exist (see ‘risks of skin testing”).

4.4

N3

Sequence SPC

o & a o 9 v (1,4,5)
ANLABDUN LﬁULLa5%@7’]’3555’3\ﬂuﬂ1315118']

winsnageugiiuiteidanuvasnde wimsviluaauindenuniouiinglimsidedouaglinesnm
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Ref 5 p.20
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P—— o ——— . R [P —

methoa_an::.i not stanaér;d'i_s_éa'é-k_in_-;;ri& ke_stiEg_

Children should be weighed prior to testing
and the appropriate dose of adrenaline (10 ug/kg intra-
muscular) noted in case a generalised reaction occurs.

Ref 1 p.6

&  Expert Guide to Allergy and Immunclogy

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 Practtioner’s Guide to Pediatric Respiratory Disor-
ders. Philadelphia: Hanley & Belfus; 1994:261-70.

Ref 4p.19

. It is unnecessary to hold patients after a negative test, or where there have been

only moderate skin prick test reactions to aeroallergens in a patient with no history of asthma.

4.5 Sunsiseniuendug wie Sumshsendug ™
gniifinaensmaaougfiuivsiiavts A antihistamine, tricyclic antidepressant, oral prostaglandin
D2 inhibitor 19U Indomethacin, antileukotrieneltay topical corticosteroids ﬁdﬁuﬂaiwqmiﬁﬂﬂﬁQﬂdﬂamﬂu
szazLamﬁLwaéLLuzﬁ']fiauv‘hmsmaavgﬁLLﬁmqﬁmﬁq

Sequence SPC

Ref 3p.s17

Furthermore, the studies that evaluated degree 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, clemastine, loratadine, and rohepta-
dine (Table 4). %
for as long as 6

days.* Histamine, antagonists may cause mild suppression,
and their use should be discontinued for 24 hours before

1.3.1.2Pg. 7
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testing. > Oral prostaglandin D2 inhibitors, (eg, indometh-
acin) given several hours before testing may increase the
wheal area by 17%, whereas cysteinyl leukotriene antagonists
(eg, zafirlukast, montelukast) had negligible effects. "
Short-term oral corticosteroids (30 mg of prednisone daily for
1 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 suppression of immediate
skin test reactions.”* By contrast, repetitive and prolonged
application of potent topical corticosteroids for greater than 3
weeks may suppress immediate skin tests over areas where
they have been applied. ' 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 1s attributed to a
combination of a decrease in mast cell recruitment and an
increase of mast cell apoptosis *#°

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'2.
Topical moisturisers do not reduce prick test reactions but may cause extracts to run or disperse
which creates a practical difficulty.

aa ¢ - ' v (1,4
4.7 nsldluan3tinssduazan3senindliuuyns

Pregnancy Category : C

ansfinsssdeiudoruuuy relative osnndiAndufitehnmeifatusasaudusi o1aviliAnnme
yneendiauiunsnluassdld vieifnnstuivesuagnds enavilidssiomswisionisaaenrouivun viie
Suneuidnlunssdld esndslufinsfnwifsifunainafswesenidluguanuduivionsnaasss, ns
Aulavesisou Jeesldeniesnesedasets

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 epicutaneous (prick/puncture) methods is gen-
crally 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 volume
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 f-blocker therapy, such medications should be discontinued before
skin testing (4). Pregnancy is a relative contraindication to skin testing be-

Sequence SPC 13.12Pg. 8
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cause systemic anaphylaxis may produce hypoxemia in 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 partcularly
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 asthma;

= Pregnancy (because of the small risk of anaphylaxis with hypotension and uterine
contractions);

» Babies and infants; and

= Patient on beta-blockers.

4.7 waseruannsolunstud waghnufuieiesdns
Linutoya
4.8 omslaifisUszasd "
wiin1snaaeuIuNLuY skin prick test foinfinnuuasnsie TensnisiinenislafisUsvasAuuuliise
Wi (systemic reaction) 0.03 % Sns1NsLARUFAZMHTULTIToENTY 0.02 % warddlifsenunsidedin
oehdlafinu mamaaeugduimsiionils Wumsliasdutamsroniul Tnenss dedunsidanauanlugUiiuung
(flare)uazpeyu (wheal) assiumisiivaaeuiaduesnfionslifisssasd Miatulumnaeuiifiauioa
orintuld 1wy Huau Fouatuy drdunismageugiuimeiluaniuiiigunsaiuesefierléfnwegniou
yenaNIenainnsUINUIadiegeu( the late phase response) ¥ilittinn13Uqn ‘TiﬁﬁﬂLﬁm]’]ﬂﬂ’liVlﬂaE]UQﬁLLﬁ
NEINIAETERALIRINTA (Intradermal testing) 11nN37
du¥UURASWAThME ( systemic  reaction) Tnsiintuuasdinistuiinly IWud aufiy ornisuadd
Rvidsrmfunaiumela veosauduins uazanuduladin

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
reactions, at least with SPT for inhalant allergens extracts,
has decreased dramatically [11]. The recent surveys
suggest that the overall risk of inducing anaphylactic
reactions by SPT is less than 0.02 % [12, 13], whereas
IDT is more likely to induce systemic reactions. In a
survey by Lockey et al [13], 5 of the 6 reported fatalities
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.

Overview of the recent literature

The literature from 1980 through 2005 was searched via

Ref 6 p.77

Sequence SPC

19], the National Health and Nutrition Examination Survey
(NHANES II)[20], spontaneous surveys [11, 12, 21-25], case
reports [11,26-41] and some editorials or commentaries [42-
45]. The surveys are summarized in Table 1, whereas Table
2 illustrates the main features of the published case reports.

Looking at the literature, the occurrence of fatalities

with SPT is extremely low. In fact, only 7 deaths following
skin testing procedures were r in the largest available

surveys conducted in the USA, but five of them were due
to IDT, and no other fatality due to SPT has ever been
reported. In one of the fatal cases scratch tests with 90
commercial food antigens (including fish, egg, shellfish,
nut, and peanut) [15] were employed. Some nonfatal but
severe reactions, mainly anaphylaxis, were described by
some authors over the last 30 years (Tables 1, 2), but only
few were due to aeroallergens [11,21,27, 34, 38, 41], and

1.3.1.2Pg. 9
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Turkeltaub and Gergen [20] evidenced that some highly
anxious subjects might experience systemic but non-allergic
reactions such as malaise and syncope. This type of reaction

is common in clinical practice; thus it would be
recommendable to put anxious patients supine when SPTs

OSSR [ V.. oo oond aindlamdn nola [ T .

Ref 7 p.132

and antibiotics 72 reactions per 100,000 penicillin and antibiotics skin tests, and to
aeroallergens 15 or 23 reactions per 100,000 aeroallergen skin tests. The systemic
reaction rate for skin puncture test was 30 reactions per 100,000 skin puncture tests,
for skin puncture and intradermal skin tests, the rate was 55 reactions per 100,000

Alrien smrrsnbien nmd tebeadacaanl alrie backn ATl £ cablnedn ssrnen bonnbad aed dlaeaicaad

1.9 msléFueiiun®

dosnnnmeasugiiuivsiamds iWumslifinedudaamsnegiuiujisefiiaduoraviliianeinis
fu Faazanamdanismadey uimniienmsdunnannsoliuoanssediia snifunsdifuisesianne il
annsnduiaueanesedenamaiuiiieanoimsfild wu aluiifdunaueagi3e wie guiuds  (Ice-pack) u3eli
Fuusegnuen antihistamine

uimniAnUfiSeuiiine mseglurnuguavesumdluiidanumieslunisgua
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.

5. AuaNUANILAFYINeN
wa [y «(1,
5.1 pandimandunamans
Tugfiuiansnegiiun msdudaansnogiui (Allergen) Asausnaglvilinn1sasne IgE antibodies lagans

2)

' a

faniunazduiu antigen-presenting cells (11 macrophages) waginiauslyl CD4+ T-helper lymphocytes vl
fin151ds cytokines(wi IL-4 waz IL-5) Fafinaviili B cell wWasuluidu Plasma cell wieadns IgE afinsunizse
asnagiu wiafienin specific IeE Faaglufuuu mast cells waz basophil Lﬁai'wmaé’mﬁ’aﬁ’umiﬁagﬁl,l,ﬁ%ﬂ
pdsdarmsnsldsuasmislithenataonansiogiui lumsmaaeugduimefionly fedu arsnegiuiludien
afnvzdunnuRnisasluinujiseniu specific GBI TiNISTawesas6ana1a ( mediators) W Histamine 8
T udendosvenad (Vasodilation) dwwaliiin fuuns (flare), wazIeEyYU ( wheal) AssusTinaaeulng
UfRseumanianAnnigluna 15-20 it shlsianansotaruinves wheal uax flare Tngviluied suinvassos
yuilln > 3 Tadwnsuesiiiuunsszney Wurauin Suansigiheiiujiseniuinomsnegiuiainiui¢ie

P

i

Tiwiansnagiwivdatuiaglifujizelas ety Feamnsoduwuniluauguuswesufizesus 0 §a 4
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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 alopic disease has been coined to describe these conditions. Although the
genetics of allergic diseases are not completely understood, intensive investi-

adons are underway to identify the genetc basis of these conditions.
roteins, glyco-

ast cells are found in abundance in the con-
Junctiva, nasal mucosa, lower respiratory tract, gastrointestinal tract, and

skin. Once the individual has become sensitized (ie., develops IgE antibod-

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

Various methods have been used to interpret skin test results (8). Most re-
actions indicative of clinical allergy are wheals greater than 3 mm in diameter.
Grading 1s 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 to 15
minutes for mast cell secretagogues, and 15 to 20 minutes for
allergens. LPRs are not recorded often because their exact
significance is unknown, ™'
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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 1 to
2 mm with flare and itching may represent a positive immuno-
logic response and the presence of specific IgE 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
to 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.
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Linutoya
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Sodium chloride, Dibasic sodium phosphate, Monobasic potassium phosphate, Phenol, Glycerine,
Water for injection
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