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The Panel on Review of Allergenic Extracts was re—established on

March 2, 1982 by a notice in the FEDERAL REGISTER (47 FR 8763). The

Panel was reconvened‘to;reelassity a;l}aasigneé,products prevtously

j . :
‘designated by review panels or FDA as "Category IITA". Category IITA

applies to those l;eeqseo products jodged tg fal} uoder thergescription

of 21 CFR 601,25 (e)(S)? meaning that the available oata were sofficient
to classify as safe and effective, but that the?r°d“°;$Shqulélremain~

on the market pending further testing. The Category IIIAJoesignatiqn

was based on a ﬁavorable potential beﬁefit-to—risk judgment. Regula~

'tions removing the. Category IITIA option and establishing Section 601 26'

were published in”tge,FEDERAL REGISTER of October 5, 1982 (47 FR 44062}.
The products assigogg-to this Panel are tae;Polyvaieht pacterialr
Vaccine (with no U*S. Standard of Potenéy)»licensed to Cutter‘Labora-
tories (42 FR 58266) end all products classified in Category IITA.
in the report of the Panel on Review of Allergenie Extracts final
report of March 13 1981, as announced in the April 21 1981 FEDERAL
REGISTER (46 FR 22808) \
The Commissioner df:Food‘and Drugsiappointeqwthe fo}}o?ing.Bane; ‘
members: | | |
Qhairmao, Paul M. Seetohm, M.D., Pfofessor,'Departmenta
of Internal Med;cine,ExeeutiyeMAssooiate.Dea;:_College

of Medicine, University of Iowa, Iowa City, Towa.
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Clifton T. Furukawa, M.D., Clinical Associate Professor

e of Pediatrics, University of Washington, Seattle, Washington.

Z Ralph Hale M. D., Clin»ca %Ass stant Profesaor of

fInternal Medicine, Kansas University Medical Center,
‘hiw1chita, Kansas.

" bavid ALevy,M D,ProfessorofImmun gy & Infee- 7

;?;tious Diseases, School of Hygi ne and Public Health Johns .
%iﬁHopkins University, Baltimore, Maryland. S : |
‘H:of Medicine and Chairman of Allergy, Howard University '
‘Hospital Washington, D. C. 7 |
't Thomas E Van Metre, Jr., M D., Associate Professor '
of Medicine, Johns Hopkins University, Physician in Charge, =
"Kiiéré&i&iin{é,“jaﬁﬁéfsobﬁiﬁéEﬁésﬁitéi;’ﬁ51%1ﬁére,fﬁaiyiand; -
Tﬁé?éoﬁsﬁﬁé%“iiéiséﬁ ﬁéﬁi&ééniétiyé’%as-ﬁrslfnifﬁéfa'ﬁae'tayﬁsﬁ,’*
261 Ringgold Strect, Waynésboro, Pednsylvaiia: ‘e Tadustey Liaisoh
Representative was Lowell Zeleznick, PH.D., Ditector, Research and

Development, New Products Evaluation, Allergan phﬁ%ﬁ%&éu%iéais,“iﬁa;,'

Irvine, California. Robert E. Reisman, M.D., Clinical Professor of
Medicine and Pediatrics, State University of New York, served aéf%“f"‘

consultant to the Panel. &layA§ESk,m6fiiee of Scientific Advisors &

Consultantsiiﬁational%éenter:izr&brnésﬁinﬁﬂfioloéiesHSeryeakasiEsecutive

Secretary,
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The‘Paﬁel held reclassification meetings on Novembet,IQ-ZO, 1982,

[P .
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February 18-19, 19831and June 3-4, 1983;
In the Octoﬁer 5, 1982 annOunCemén:, interested persons were
requested to submit any new data for consideration by the review panel,

A data submission was received from Miles Pharmaceuticals, -Divigion

of Miles Laboratories, West Haven, Connecticut, in support of thei;
"Allpyral” line of alum—precipitated allergenic extracts. A letter
was received from Center Laboratories, Port Washingtqn, New York,
calling attention to informatioﬁ in support of the safety of aluminum,
a component of their,"Center-Al"'line of,alum-precipitated allergenic -
extracts.

Regarding the criteria for effectiveness, ﬁhe October 3, 1982
notice stated that it will be thé obligation of the‘Panelrconduétihg
the reclassification review to reexamine the scbpe of evidence currently
availablerregarding the effectiveness of allergenic extracts and de-
termine what the current practices are for the responsible assessment
of their effectiveness. Furthermore, the Panel was charged with deter-
mining whether these contemporary standards are readily applicable to
each type éf product under review. The,standérds should Pe consiétentb
with available technology- and readily'cbtainable_thfough the use of
clinicalrand laboratory methodology that has already been recognized by
the ggneral scientificrgommunity as practical and,applicable to the
products under review..

The Panei was asked to recommend which'products should be deéig-
nated under §601.25(e)(1), called "Category I" and §601.25(e)(2),

called "Category II."” An option was provided under §601.25(e)k2)
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fpr”thosé5prddué€§”récommended‘to he.désignateg;as.safe‘aﬂd;pieauyp-
| tively effective and.to remain on the dﬁfket-ﬁ;ﬁdingféénpiétibn of
further testing because there is: a~compelling medical need and no
suitable ‘altérndtive Ehéﬁapéﬁticy'p:oﬁh?lactic; or diagnostic agent
that is available in sufficient quantities to meet curteént medical
needs: This option was called "Category IIA.": -
‘The Pafiel submitted the following reconméndations:
Tt A STAND'ARDS ‘FOR - PRODUCT CATEGORIZATION'

. . The Code of ‘Federal Regulations; Title :21, ‘Section 601.25:(d))
defines the standards- for safety, eﬁfecﬁiveneés:and labeéling that are
to be used by review panels in determining their recommendation for" -
the cortinued or diségntinued“markeniﬁg of ‘currently marketed biologics.
It SEates‘thatfprﬁof;df safety should cqnsiét'of adéquate tests to show
:thé*biologtcalfprOJQCE;fs safe, including results of significant human
exbeﬁieﬁée during use. In‘the case of allergenic extracts, there -has -
beén significant human éxperience which generally has demonstrated that
théy are ‘safe when pfﬁﬂéntly'adminisﬁérédar Serious- and fatal reactions
have Occurréd following éfforé'iﬁ~d&§ageiiﬁ‘aSSbciatiéﬁ3With'tﬁeir‘ﬁse
in'both diagnosis aﬁ& treatment. The number-df'suchradverse"réactiaﬁs
has been few ‘considering the millions of doses givén*annually*6Ver a’
péribd%Offédﬁe*70~yéaf§}=fThére are, ‘however, éoncetrns about the po~
tentidl toxicity ‘of ‘substances that may be added té allérgenié exttacts
to modify aﬁsorption orrin soﬁe-other manner affect their’antigenicity.
Curféﬁtiy;»alﬁmiﬁum*iSfaﬁ ingfedieﬁtvabbutfﬁhichlfhere’isithe gféatesf
Vsqfety»ébnéerh'bécdﬁée”df“ité‘allegé& association with oncogenesis in

animals and pathologi¢ findings in humatis with'Alzheimer’s ‘diseasei




* Except for alum-precipitated-Qllergeniq extracts, safety was not
judgedlgo,be:a gignificant fgctor in:the evalgtion'of Cangory IITA
productg when-they are qsed'in accotdance with proper label;ng instrue-
tions éoncerﬂing the possibility of severe anaphylactic reactions.

In contrast to safety, pr§o£ of effectiveness for the diagnosis
and treatment of immunoglobulin E-mediated (IgE-mediated) allergies
was the major cOnside:gtion for thevrecldasificatiqn of the Category
ITIA products into Category I or II. In 1ts reports of March 13, }982,
report the Panel required evidence of adequate clinicgl‘;nvestigation to
classify a product into Category I. Chapter 601,25 (d)(2) provides
several exceptions for the requirement of controlled clinical investi~
gétions whén such investigations are not reésonably applicable to the
; biologic product or essential to thg'vali&ity of the investigatibn and
“states that an alternate method of investigation 1s adequa;e to sub-
stantiate effectiveness.

Alternate methods suggested are:

"Serological response evaluation in clinicallstudies

and apprppriate animal ana other laboragory assay eva}uations

- may be adequate to subsﬁantiate effectiveness wherev& pre-

viously accepted correlation»between»sugh data and cliniéal

effectiveness already exists."

For exampie, if in fact clinical improvement in hayfever,weré
found to relate to the blood level if IgG antibody to avparticulér
allergen, then one might :elatg the capacity of an allergen to induce
IgG antibody in a human to its clinical effecti§eness. A}thoggh'such a

- correlation between antigeniéity of an allergen to clinical effectivenéss
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' has nét’béeﬁ“éﬁtéhiiﬁhéd5 it:is'ifué fhiﬁ“éflétgéné shown to ﬁé~§ffec-

'ti?é:iﬁ CGHffgfiéd clinical trials also ‘Lnducespecific 1gG antibodies.

" ‘Seroldgiéal résponsiveness aight be used as a minlmum réquirement

" in the reclassification ‘of IIIAKﬁfodﬁbfg;'%Kifefgeﬁé“uithdﬁt anti-=

genicity dre not 1ikély to be ¢linically effective.
7:fﬁé*ééguiéfiod“déhtfnﬂeé§ ’Jihﬁéstiéétibﬁéfﬁﬂ§hbe:éoffdbéfated”by

paftiﬁifi c5§€r3f1é3u6f u&c6ﬁff6iie&”ﬁfuéieﬁf;dgéﬁﬁéﬁféd éIiﬁicél

‘studiés ‘by “qiialif1éd experts, and téports of significant humanexper-

“‘yence during marketing."

“he “Pinel ‘considered definitions of these latter méthods.
“Partially controlled” could tiean thé patiedt is blinded té the |
Edéﬁtiiﬁy of the study materials, but the physician'is not, or vice versa.

It ‘could also mean that the patient 's pre-treatmérit condition is com-
pared to his condition during treéatment at}id/dr"ﬁis post-treatment condi-
tion. |
An "uncontrolled study” could mean a elinical trial in which ali
patients took the same tréatmeént; and the outcome waé-éVéluatedrby
the ﬁﬁyéiéiéﬁiébéerﬁérs!bﬁéed on the degree 6f improvement reported by
the patients., L |
A'“ddéﬁménféd clinical study” by é'fddéiified éiﬁéft“'éaﬁi&'be a
report of cases which appeafedrto bé fﬁﬁf&%ed 6f‘not iﬁpfbééd as a
result ‘of their treatment.  Such sfﬁéiéé could be éithef‘ﬁﬁffiiliy
cont£6116d or uncontrolled as stated éb&?e.ﬁwTﬁe:Eﬁoléoﬁpgﬁéﬁtgfof'this
métﬁsa;wéfe fé§5f&éd%as:inéiéfiﬁgﬁiéﬁabié; that is, the ﬁﬁéiit&JOf the
”eiﬁéftdﬁﬁég'bé judgé&'ﬁy thérduéiityibf‘tﬂé docutient ed Sfu&;véﬁd vice'
* vetsa. ‘A valid study appearifg in a peer-reviewed journal and describ-

ing a series of patients who are reactive to allergens and in whom.
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injection chéraﬁy results in clihicai improvemﬁyt would cohstitute the
most importan;Aevideﬁce for effecti?eness. . |

After considéring the above criteria and the guidance in the pre-
amble of the October 5, 1982 FEDERAL REGISTER, the Panel developed the
following guidelines for recommending that a Category IIIA product be
reclassified into Categéty I rather than Category II for diagnosis
of IgE-mediated allergic diSeasé:

(a) The accumulated evidence indicatés that the extract is safe.

(b) The extract is derived from a well-defined source material.

(¢) The extract has definable or measurable constituents and is
capable of being standardized.

(d) The extract has beén‘demonstréted to be effective by skin
testing in appropriately allergic and nonallergic subjects and/or by
radioallergosorbent testing (RAST) with appropriate sera.

(e) In lieu of (d) it is acceptable if the extract 1s closely
analogous to pr;ducts shown to be effective. | |

(f) The product is properly labeled.

For Category 1 for use in immﬁnotherapy of IgE‘médiated allergic
disease; the above criteria for diagnosis must first be met. In addi-
tion, an extract must be also demonstrated-to'bé effective for immuno-—
therapy by a valid -clinical study or by analogy with products for which
effectiveness has been shown.

Category 1I was recommended for those products judged as not
meeting the above criteria. In reviewing the ‘conditions iﬁ §601.26(c)(2)

the Panel does not believe this section applies to any of the products
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and diseases under review. Therefore;.no products. are recommended fo
14  diseases. under review. .Therefore,.m duc e o
. - 4
Category IIA.
B,.. POLLEN ALLERGENIC EXTRACTS ... .. . .

l. Pollen extracts for diagnosis. . Most:pollen allergenic:extracts

employed, frequently for diagnosis of allergic disease were classified in
Category I for diagnosis .in.the previous.Panel report because pubi1shed
studies indicated that they were effective for diéggosgs. Ihé remaindér
were classified in Category IIIA fﬁt diagnosis because they had not been
shown -to be effecgivq_foridiqggogis,by,aﬂvalid controlled published
study.  All of these Category IIIA for ,;di.agngsisiex;;aﬂ-gt;s have been
accepted by practicing allergists or by thgiggthops;qf standard .
allergy textbooks as effective for diagnosis. They fall into two groups
which qretigentified in Tables 1 and 2,

| 8. Group A. Group A ig,comprised of ext?éqts ofvﬁoliens.which
ar; r@léﬁgd/bofqg;calLyﬁtp pollens in extracts which were classified iﬁ

Category I for diagnosis in the previous Panel .report.: A.good example.

1is southern ragweed (Ambrosieae bidentata) extract which is closely
re%%ng,FQ various ragweed éx;rqgts in Category I for dia&gogié,;wThe
Panel is of the Qp;qionfthat the most approprigtevdiagnqsticvallergenic
extract for a patient allergic to a specific pollen species is gen- .
'e;al%y an g;;rggp:of,;patﬁgpépifig spgc;g§3of;pqllen.i;Ihus, for an
allergic patient living where southern ragweed .grows. and who.is actually

allergic to southern ragweed pollen, an extract of southern ragweed

-pollen }g,gpprop:iateggnd should,peuavailab1e\ﬁor_usg.in-diagnpsis.
Though, by definition,. extracts of pollens in.Category IIIA.for diag=

nosis have not been proven effective, many of those pollens are related
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to others whiéﬁ have been proven éffective in a vélid study. The Panel
ﬁresumes that thé Category IIIA diagnéstic‘extsicts listed in Table 1,
if they were properly standardized, could be proven effective for the
diagnosis of patiénts sensitive to those specific pollens if valid
studies were done. However, such studies may never be accomplished

because of the small demand for most if not all of the extracts in

Category IIIA for diagnosis in Table 1,

RECOMMENDATION. The Panel recgmmends that when properly standardized,
those pollen extracts pfeviously placed in Category IITA fbr diagnosis
and listed in Table 1 be reclassified into Category I fér skin test
diagnosis, |

b. Group B. Group B is comprised of extracts of those pollens
which are not related botanically to pollens in extracts classified in

Category I for diagnosis in the previous Panel report. A good example

is the extract of common cattail (Typha 1atifolia). In these instances,
there 1s no published evidence which iﬁdicates that pollens in these
families ére responsible for IgE mediated allergic diseases with symp-
toms of respiratory tract allergy such as héy fever. Nelther 1s there
evidence that positive skin tests and/or radioallergosorbent tésts can

be obtained with the specific pollen extract. The Panel is of the

“opinion that the field of allergy would be served best by taking such

extracts off the market until there are studies which demonstrate that
positive s#in tests in patients are correlated with evidence of symp-
toms oE respiratory tract allergy after exposure to the pollen. Such
stpdies would demonstrate also that IgE-mediated respirétory allergy to

these pollens does, in fact, exist.
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RECOMMENDATION. The Panel recommends thgt pollen extracts listed

'in Table 2 which were in Category IIIA be reclassified into Category II

for skin test diagnosis.

2. Pollen extracts for immunotherapy. Few‘pollen‘extractsbwerel
claasified in Category I for immunotherapy in the previous Panel report
because only these few had been shown to be effective for immunotherapy
in appropriately cohtrolled published studies. Many were classified in
Category IIIA for immunotherapy.‘ These Category IIIA extracts had not
been shown to be effective by controlled studies but rather they have

been accepted by allergists and by the authors of standard allergy

textbooks as effective for diagnoSis and immunotherapy. In some in;4

stances, they have been proven effective for diagnosis in a valid study.

The extracts which were in Category IIIA for immunotherapy fall into two
groups which are identified in Tables 1 and 2 |

a. Group A. Group A is comprised of extracts classified in the
previous report in Category I for diagnosis, plus those classified pre-
viously in Category IIIA for diagnosis which are now recommended for
reclassification into Category I for diagnosis of IgE—mediated allergic

diseases such as hayfever and asthma, The Panel presumes that any

'properly standardized extract which is effective for such skin test

,diagnosis and whlch contains an adequate amOunt of the significant

allergens, is safe when properly employed and could be proven effectlve
for immunotherapy by a valid clinical study. The Panel recognizes ‘that

controlled studies have not been done with these extracts because such

: studies are difficult, costly and time—consuming.v Where a weed (e.g.,,

A T
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short fagweed), é'grass (e.é.; timothy and orchafd), or .a tree (e.g.,
mountain cedar)-pqllen extract has been teste&;in an’apﬁropriate manner,
it has béen showﬁ to be effecfive,for‘immunotherapy. |

" RECOMMENDATION. The Panel recommends  that the extracts listed

in Table ! which were previoﬁsly in Category IIIA for immunotherapy
be reclassified into Category I for immunotherapy.

b. Group B. Group B is composed of extracts classified in the
previous report in Category ITIA for diagnosis and now recommended for
reclassification in Category II for immunotherapy. For these extracts
(listed in Table 2) the Panel has found no appropriate, published
evidence which indicates that ;hese pollens are responsible for IgE-
medi;ted allergic diseases with symptoms of respiratory tract allergy.
Neither is there evidence that positive skin tests and/or radiocaller-
gosorbent.tests can be obtained wyith the specific pollen extract. The
Panel 1is ofbthe opinion tﬁat the field of‘alléfgy would be served best
by taking such extracts off the market.until properly controlled studies
are accomplished which prove that they are effective for ‘diagnosis.

Such studies should demonstrate also that IgE-mediated respiratory tract
allergy to these pollens does, in fact, exist. When and if proven
effective for skin test diagnosis, these extracts could be placed in
Category I for immunotherapy as were-tﬁe extracts in Table 1.

RECOMMENDATION, The Panel recommends that the extracts listed in

Table 2 which were previously in Category II1IA for immunotherapy be

reclassified in Category II for immunotherapy.
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. “Thé Panel:recognizesd that-the 1list of pollen:-extracts reviewed. is

et

_hot-inclusive of all' matketed.products; pértiafiy&bééauséwgf the. var—. .

ious systems of classifications- that have been:used. Therefore, the -
Panel.recommends that the.FDA30£fice~of:Biologics‘Reggg;thxandeéview
acceptusiﬁilar4evidéncé as mentioned above in considering the inclusion

of other extracts of pollens in the individual manufacturer's license.



http:nufactur.er

Py

-]3-

- TABLE 1. E4

: . ) 1/
Pollen Extracts Recommended for Category ,I—-/ _

Previous Category

Tagbqomic_ . Recommendations
Classification Common Name Diag-  Immuno-
nosis therapy
COMPOSITAE FAMILY COMPOSITE, SUNFLOWER
Ambrosieae - Ragweed Tribe
Ambrosia artemisiifolia
syn. A. elatior short ragweed I I
A, trifida . giant ragweed I IITA
- A. bidentata southern ragweed IITIA IIIA
A. psilostachya western ragweed I | IITA -
A. confertiflora syn. franseria falge Jor
confe;tiflora or tenuifolia slender ragweed ITIA I1IA
A. a,canthic.ar_pa syn. Franseria
acanthicarpgrpa bur ragweed ITTA TIIA
A. deltoidea syn. F. deltoidea rabbit bush ITIA IIIA
A, dumosa syn. vF-rahseriVa dumosa burroweed IIIA IIIA
A. gmb;osiaide_s syn. Franseria
Ambrosiaides - canyon ragweed IIIA IIIA
(Taxonomic Name not Supplied) . Wooly ragweed ITIA I1IA

1/ Category I for skin test diagnosis and immunotherapy.




.
TABLE 1——con.

Pollen Extracts Recommetided for Category I

e . U e . S Previous .Category.
Taxonomic _ Recommendations

Classification. - ' Common Name , Diag-  Immuno-—

o : nosis 't

COMPOSITAE FAMILY--con, . COMPOSITE, SUNFLOWER . .

Iva Cohe s WY I Ragwéed Tribe

Iva xanthifolia syn. cyclachaena

M&?_ ‘burweed‘ marsch elder:: 7 ‘-I°% i:. =TITA*
I. annua syn. ciliata 4.4 . rough marsh elder ST STIIIA
I. frutescens - . High tide bush ' IIIA 11TA
Ls'microcephala PR e | ITIA . IT1A
‘ ‘,a‘ﬁgustifblia o BT o | IIIA ST TLTIA

|

j=
e

toxensis oo wrEE 08 CEITIA G ITIA

.dXillaris.- vl poverty weed AT “IIIA- - IIIA

[
[

j—

. acerosa - ' ' : SIS PRI § - W is & V. QIR

=

1. dnbrosiaefolia Geart A Ecido o0 ITIAC U LTIIA

~ Hymenoclea - - o "o yinged ragweed . ' IIIAT  “VILIA

D:i_.'cor;la'. | ' , | ' SRR T R ¢ ¢ 7 S o i |

Xanthium S " “Jél"?fé:‘d"ria cocklebur IIIA - “ITEAY
Anthemideae ' b7 Tansy Tribe

Arthemisia ‘ | common sage brush I IIIA

A. filifolia . fiet i gand sdge brush T CITTA
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TABLE l=-—con,

.

Pollen Extracts Recommended for Category I

» _ Previous Category
Taxonomic Recommendations
Clasgification Common Name .'Diag=~  Immuno-

_nogis  therapy

COMPOSITAE FAMILY--con. 'COMPOSITE, SUNFLOWER

Anthgmide-aev : Tansy Tribe
Artemisia californica coastal sage brush I I
A. ludoviciana prairie sage I IIIA
l_&_. frigida pasture sage I I1IA -
A. caudata ‘ tall v?ormw_ood I ITIA
A. ‘annua annual sage : I IIIA
Other Artemisia species none none

Insect Pollinated Composites

Heliantheae sunflower IITA IIIA
Solidago goldenrod I1IA ITIA
Callistephus aster 7 ITTA - IITA
Chrysanthemum o chrysanthemum i IIIA I1IA
Dahlia dahlia ITIA ITIIA
Calendulua | zinnia IIIA I1IA
Cosmos _ cOSmos ITIA. ITIA
Eupatorium dog fennel IIIA IIIA
Taraxacum dandelion IIIA IT1A
Helenium 7 sneezeweed _ IITA IITA




Pollen Ex:récts~Récdmméhded%for“catEQOry )

TABLE ‘1-—con,

' - =l6-

.
»

Taxonomic -
Classification:

Cotimon Name

Previous Category
Recommendations
Diag- " ‘Tmmuno-
nosis therapy

AMARANTHACEAE FAMILY

Amaranthus retroflexus

A. Palmeri

A. sginosus

Other Amaranthus specles

Acritdd tamariscina

CHENOPODTACEAE FAMILY

Salsola pestifer

Salgola species

Kochia scoparia

Chenopodium album

Chenopodium species
Atriplex species’

Beta ?ngaris sa

CANNABINACEAE FAMILY

Canﬁéﬂis

N

Humulus lupulus

H. japonica

_common, rough, or red-

root pigweed

catelessweed, Palmer's

émaran;h

‘gpiny amaranth

western water hemp
CHENOPOD, GOOSEFOOT

Russian thistle

burning bush, Mexican

.Iff o LITITIA

I - ITIA
I TIIA
None ;Néng*

T ITIA

I CoIiIa

firebush, summer cypress I L ITIA

“lamb's-quarter

‘saltbush
" ‘sugar beet
R

- “hemp -

hop, common

~ hop, Japanese

o II1A
None - Nome
1I1A IIIA

I CIIIA

I IIIA

I IIIA
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TABLE 1--con.

‘w

Pollen Extracts Recommended for Category I

Previous Category

F. ovina o - sheep fescue

Taxonomic Recommendations
Classification Common Name Diag~  Immuno-
nosis therapy
PLANTAGINACEAE FAMILY PLANTAIN
Planfago lanceolata 7 English plantain 1. I1IA
P. major | TIIA IT1A
P. rugel IIIA ITIA
POLYGONACEAE FAMILY _ BUCKWHEAT
Rumex acetosella sheep or red sorrel I IIIA
R. érispus : ‘dock, curley I1IA IIIA |
R. obFugifolius dock, bitter IIIA Iilk
R. hymenosepalus canaigre IITA I11A
GRAMINEAE FAMILY GRASS
Festuceae Tribe
Bromus mollis : brome, soft chess I IITA
‘ B. iﬁermis ' smooth brome I iIIA
B. carinatus . Callfornia brome 1 /IIIA
B. secalinus brome chess & .iIIA
B. rigidus ripgut grass T I1IA
Othér Bromus species None None
Festuca elatipr' meadow fescue I ITIA
F. rubra : ‘ _ red fescue I ~IIIA
I I11A




Pollen .Ex-t;,.rf-a{ct..,s ?Rﬁci?mme;édfe.,s.i,.;fgr Category 1.

TABLE -1=—con.: . -

e

»

Taxonomic . . ..
Classification

- Common Name

Previous Category
Recommendations
Diag- lmmuno-
nosis = therapy

GRAMINEAE FAMILY-—con.
Festdéease Tribe

Daétylis glomerulata

: POQJpraﬁénsiS::
P. compreséa
P. annua
Pi trivialis

Hordeae Tribe

Agropyron repens

A, Smithii

Triticum aestivum

Hordeum jubatum
. He murinum

Lolium perenne

L. mult 1florum
L £ementulum-

Secale cereale

Avenede Tribe

‘Holcus lanatus

Avena fatua

orchard, cocksfoot

June, meadow

Canada bluegrass

annual bluegrass

rough bluegrass

ggagkgfass, couchgrass

western wheatgrass

‘wheat

foxtail barley
mouse. barley

perennial ryegrass

. Italian ryegrass

darnel

rye

velvet, Yorkshire fog

- wild oat

1 IIIA
I
I I

1

I ? wlI%A
1 SR 5571
SR & 573
1 ‘_ , IIIA
I . IIIA
I IIIA
I ., IITA
I IIIA

I IIIA

I .. IIIA

1 IIIA
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TABLE 1-—con. ,

" Pollen Extracts Recomménded for Category 1

Previous Category

Taxonomic , Recommendationa
Classification Common Name Diag- Immuno-
nosis therapy

GRAMINEAE FAMILY-—-con. ' : GRASS

Aveneae Tribe

A. barbata slender wild oat I IIIA
A. sativa cultivated oat I IIIA
Koeleria cristata , Western June grass I IIIA
Agrostideae Tribe | ‘ |
?hlgum pratense timothy I I
Agrostis alba redtop I AIIIA

Chlorideae Tribe

Cynodon Dactylon Bermuda I ITIA
Boutaloua grama IITA I1IA

Phalarideae Tribe

Anthoxanthum oderatum sweet vernal I 7 . ITIA
Phalaris minor Méditerranean canary 1 I1IA
'25 arundinacea , - reed canary ' I IITA
P. canariensis | canary | I II;A

Paniceae Tribe

Digitaria sanguinalis crab I IIIA

Paspalum dallis , 1 _ IIIA
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TABLE 1-——con. .

b d

Pollen Extracts Recbimehdéd*fbr’Chtééory T

Taxoriomic. = o
Claéﬁif{éa;ion’;v' 7 ‘Common Name

Previous Category
Recommendations
Diag>  Immuno=
nosis therapy

GRAMINEAE FAMILY--~con.  GRASS

Andropogoneae Tribe

Sbfghum haleﬂénse . ‘Johnson
S. vulgare : sorghum
Tri§§QCeae Triﬁe
Zea Mays maize, Indian corn, corn
' CONIFERAE FAMILY * CONIFER

Cuﬁfeésinae

I TIIIA

ITIA = - .IIIA

I - IIIA

Juniperus sabinoides (mexicana) mountain cedar

J. virginiana ' red ‘cedar
' Q,‘ﬁermudiéﬁal _ Bermuda cedar
J. Pinchotii ‘red=berried juniper
QQ'OSteoépefﬁa ‘Utah juniper
g;'ﬁonosgermé _'1 ' ‘one-geeded junipef
6th§r Junipurus species |

éﬁéﬁaecyparis Lawéoniana - Port Orford cedar or

cypress

éﬁffessus arizonica ' , Arizona cypress

;g;féemperviréns ' Ttalian or Mediterranean

cypress

Junipers, Cypresses and Cedars

1 1
CIITA - IIT1A
IITA . IIIA
IITA °  IITIA
CIIIA . IITA
IIIA - ITIA

None °- . None

IITA ©  IID °

ST IIIA

1 IIIA
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TABLE l~-—con.

»

>
Pollen Extracts Recommended for Category I

Taxonomic
Classification

Previous Category

Recommendations
Common Name. Diag- Immuno-
nosis therapy

CONIFERAE FAMILY--con.

Cupressinae

C. lusitanica

C. macrocarpa

C. torulosa

Cryptomeria japonica

Libo¢edrus dacurrens
Thuja
Abietineae

Picus

Picea

Tauga
Taxodineae
Taxineae

CASUARINACEA FAMILY

Casuarina
SALICACEEAE FAMILY

Salix

CONIFER

~Junipers, Cypresses and Cedars

Mexican or Portugese-

cypress I ITIIA
Monterey cypress v I ITTA
Indian incense cedar I IIIA
Japanese cedar I I1IA
incense cedar IITA ITIA
white cedar, arborvitae ITIA IIiA

Pines, spruces, and firs

pine IITA IIIA
spruce : IITA I1IA
| firs IIIA TIIA
hemlock IITA IITA
Bald cypress and sequoias 1IIIA IITIA
Yews ITIA ITIA
BEEFWOOD
Australian pine I IIIA

WILLOW, POPLAR

willow N - ITIA IITA
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e

. . . » .
Pollen Extracts Recommended for Category: I

Taxgﬁomgg T
Classifiéﬁtion .

Common Name

Previous Category
Recommendations:
Diag= ' Immino-
nosis therapy

SALICACEFAE FAMILY

Populus albuér

'P. tremuloides
P. deltoides

P, ﬁigra
JUGLANDACEAE FAMILY

Jugladns californica

J. cinerea
J. regla,
Othet ‘Juglans species

C. glabra

Sbrnyristicaéférmis,
bthéflgggzg.sﬁééies

BETULACEAE FAMILY
Betula:

Alnus species

WILLOW, POPLAR

~-poplar, white or silver

poplar, aspen
poplar, cottonwood
‘poplar, Lombardy

WALNUT, HICKORY

California black walnut -

black walnut

butternut

English walnut

pecan

shellbark hickory

whiteheart hickory

nutmeg hickory

- ‘BIRCH
~ birch

~alder

I IIIA
I . IIIA
1 IITIA

I .. IIIA

. IITAY
1 - IIIA
IIIA IIIA
IIIA - IIIA

1

I - IIIA

I ILIA

1 1A
None - ..None

T T

IITA- oo ILIAC
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TABLE I——con.

v
EJ

Pollen Extracts Recommended for Category 1

Taxonomic
Classification

Common Name

Previous Category
Recommendations
Diag-  Immuno-
nosis therapy

BETULACEAE FAMILY--con.

Carpinus

Ostrya specles

Corylus

MYRICACEAE FAMILY

Myrica cerifera

FAGACEAE FAMILY

Quercus species
Fagus grandifolis

F. sylvatica
ULMACEAE FAMILY

Ulmus americanus

{=]

.. rubra

=

. glabra

=

o pumila

j=
.

crasgifolia

[=
.

serotina

=]
L ]

racemosa

j
L]

alata

»

BIRCH

American horpbean,
ironwood

ironwood, hop~hornbeam

hazelnut, filbeft

BAYBERRY

wax-myrtle

BEECH, OAK

oak

American beech

European beech

ELM

American elm

slippery elm

English elm

Chinese elm

cedar or scrub. elm

September or red elm

cork elm

winged elm-

IIIA ~ IIIA
ITIA IIIA
IIIA IIIA
TIIA - IIIA

1 IITA
ITIA 11IA

IITA ITIA

1 IIIA
1 IIIA
T CITIA
T IITA
1 IIIA
I I1IA
I IIIA

1 - ITIA
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TABLE 1-—con,

i

Pollen E;;raqts Recqmqegdg@_ﬁpr ngggqry I

Cogmon Name

Previous Category

Diag- fiﬁ##;z;
nosis.  therapy

ULMACEEAE FAMILY--con.
Planera

Cel;isjoccideqtalis

C. tals

OLEACEAE FAMILY

Fraxinus americana

F. pennsyvanica

« texana

F. Yelufina-i_;i

|=

. Qregona
Other Fraxinus species

Olea eruopaea

Ligustrun

PLATANACFAE FAMILY |

Plaganus occidentalis

P. Qt%gntalis
P. acerfolia

P. racemosa

: HAMAMEL IDACEAE FAMILY

Liquidambar styraciflua

EIM
vater elm
hackberry

Argentine hackberry

~or tala

- OLIVE

green ash

~ mountain ash

Oregon ash

oiive

privet

~ SYCAMORE

common native sycamore

. oriental plane tree
. Qondpn plane tree

' western sycamore

SWEET GUM -

sweet gum

1 I11A

IT1A I11A
IIIA 1IIA

I A
i ‘_, I?IA
I 12379
S
I }_::'IIiA
None None
1 un

IIIA ITIA

I 1114
S 7O

I 11IA

IIIA ITIA




-25=

TABLE 1—con.

Pollen Extracts Recommended for Cétegory I

Taxonomic
Classification

Common Name

Previous Category
Recommendations
Diag~ Immuno-
nosis therapy

ACERACEAE FAMILY

Acer saccharinum

A. negundo
A. rubrum

A. platanoides

A. pseudoplatanus

A. saccharum
TILIACEAE FAMILY

Tilia américana

T. europaea
MIMOSACEAEfFAMILY
Acacia

Prosopis juliflora (syn. glandulosa)

SIMARUBACEAE FAMILY

Ailanthus altissima
MORACEAE FAMILY

Broussonetia papyrifera

Morus alba
Morus rubra

Maclura pomifera

MAPLE

g8ilver maple

box elder, Manitcoba maple

red maple

Norway maple

gycamore maple

sugar maple

LINDEN .

American 1iﬁden (1ime,
basswood)

Eufopean linden

MIMOSA

Acacia

mesquite, kiawe

ATILANTHUS

tree of heaven

MULBERRY

paper mulberry
white mulberry
red mulberry

osage orange.

1 IITA
I ITIA
I : IIIA
1 I11IA
1 IIIA
I IITA
I IIIA
I I1IA
I1IA IIIA
I IIIA
I IIIA
I IIIA
I IIIA
I IIIA
I IITA
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TABLE I==con,

Pollen Extracts ‘Recommended for :Citegory 1

Taxonomie. - - S : :
Classification .. =~ ...+ Commoén Name

Previous Category
Recommendations:

Dlag=. Immino=.

nosis therapy

URTICACEAE FAMILY | NETTLE

Urtica:dioica (syna g.‘gracilis)' . - -great nettle
u. uréns 1 S i dwarf netﬁle

Parietaria officinalis -" wall-pellitory

1 IIA

I o IIIA




TABLE 2

Pollen Extracts RecOmmendéq for Category II
!

Previous Category

Sabal

Taxonomic Recommendations
Classification Common Name Diag- Immuno-
nosis  therapy
CYPERACEAE FAMILY SEDGE
Carex sedge IIIA IIIA
JUNCACEAE FAMILY RUSH
Luzula wbod rush ITIA ITI1A
TYPHACEAE FAMILY CATTAIL ‘
Typha latifolia common cattail ITIA II1A
T. augustifolia narrow leaf cattaill CIIIA I1IA
ARECACEAE, -FAMILY parML/
Phoenix dactylifera date palm I1IA, I1IA
cabbage palm I1IA I11A

1/ '(Follqwing completion of the Panel Review, letters were received

from two physicians in Palm Springs, California in support of palm

pollen extracts, stating that strongly positive skin reactions to

palm pollen extracts occur and that palm pollen sufficiently disperses

in the environment to cause symptoms. This suggests that it may be

appropriate to designéte palm pollen extracts in Category I. "As

g

category deéignatiqps,)




o

¢ —28-
-Ce EXTRACTS OF HAMMALIAN AND AVIAN ORIGIN

1. Extracts of mammalian qrigin for diaggosis. The mamnalian
e, ‘..l HEE

extracts most frequently employed for diagnosis of allergic diseases

(i e., cat, dog and horse) wereiclassified in Category I for diagnosis
’f'in the original Panel report because studies acceptable to the Panel
"1indicated that they were effective and safe for diagnosis of IgE-mediated

allergiles.,

i

The remainder of these mamialian Category IIIA extracts are

’hey ‘had not been shown to be safe and effective for diagnosis
by studies judged adequate by the Panel most of them were classified in l
Category ITIA for diagnosis except those from processed furs which were
in Category I1IB, These Category IIIA diagnostic extracts tend to fall
into two groups.

a. Group A. Group A 1is composed of extracts whose composition “

~ and allergenicity have been exanPned in some detail. - The composition h
and allergenicity of extracts.of‘cou, guinea pig, mouse, rabbit, and
rat hair, hair and dander and/or pelt have been studied in some detail,
as noted in the Panel's original report. There is conclusive‘evidence i»

that extracts in this group contain one or more.potent'allergens and .

that each ia capable of inducing a typical IgE-nediated wheal and flare:

skin reaction in individuals with a well-documented history of allergy

to the particular animal species in question.: However, none of.the

reported studies aimed at proving their efficacy for diagnosisris with-'

out fault. Nevertheless, the Panel is of the opinion that properly

.standardized‘preparations!ofwextracta fron these five ani-al species o
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would be provén éafe and effective fbf diagnosis of spécific allergic
sensitiviﬁy inAépproptiate pétients.' However?;;uch stuaieénmay noﬁ be
accomplished because the demand for these extracts is relatively limited
and becauée the high cost of these studies would make them impractical.
'The Panel is of the opinion thét, if properly manufactured and stand-
ardized, their safety and efficacy would be equivélént to these_ex*
tracts previously classified in Category 1 for diagnosis; |
b.4'GrouE B. )Group B is domposéd of eitracth’whose composition
and/or allergenic potency is largely unknown. The allergenicity of some
of them has been deﬁonstrated in only a small number of specifically
sensitive individuals according to descriptions in a few publighed
reports of u;controlled studies or:in one or another allergy.textbooks,
that is, it 1s based on anecdotal evidence.

For most of these extracts, it would be difficult to assemble
enough individuals who are sufficiently sensitivé to the animal in
question to conduct an adequate study of fheir safety and efficacy.
Nevertheless, by analogy with extracts in Category I for diagnosis, the
Panel is of the opinion that, if ﬁrOperly manufactured and étandﬁrdized,
safetj'and efficacy would be equivalent to those previoﬁsly classified
in Category I for diagnosis.

There are exceptions to this'statement, némely,'witﬁ reference to
human dander extracts, human hair extracts and extracts of leathers.
The published evidence for the existence of IgE-mediated sensitivity of

humans to allergens of human origin is not convincing. Likewlse, the
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evidence for the efficacy of these extracts .for diagnosis of specific
e - PN T . SR el .x i v ; EFLER R A S A '-,';r-u;?:-‘v TERUE RN X DR - g5
sensitivity to human allergens is equiyocal. leathers are prepared from
the incorporation of various chemicals into the skins. Therefore, where
it actually exists, sensitivity to leather may be due to these additives

and not to the native mammaljian proteins.

RECOMMENDATIONS. The Panel recommends that, with the exception of
ext:ac;sofyhmeQWQandg;,:gyﬁaphg#r_anqglegghetg, properly s;andgrdized'
. extracts of the mammalian épgc;gs ig;theqahpyqﬁQrou?.A gn§ §§9uP B be
reclassified into Category I for diagnosis (Table 3). Breeds may be
specified although there is little evidence justifying this. It is
:ecogmegggd.;pgp:eit;ac;s of human daﬁde§3,humaqrnair and leathers be

reclassified into CategoryAII for diagnosis (Table 4).

o Extracts of processed furs. In the Panel's original report,
extracts of progessed furs were clagsified in Category IIIB for diag-
nosis. It is the opinion of the Panmel that there is no new evidence
to suggest that procesged furs are the source of specles-specific .
~allergenic substances. The Pamel recognized that some of the extracts
l¥§ﬁg§‘}nlTable_Itm;ght_bé prepared from processed furs even.though o
data originally submitted by the manufactureysﬁﬁ;d not iﬂgntiﬁzrghg
source materials ss processed f&?sﬂandr.Fhusnlth%sriﬁ-%mﬁh%siZ%é.in

Table 3.

2. Extracts of mammalian origin for immunotherapy. No mammalian
extracts were classified in Category I for immunotherapy in the Panel's

original report because none had been shown to be safe and effective
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for immunoﬁhérapy in studies acéeptable to the Panel. Recenc:placebo—
controlled studies of immunotherapy for allérgg‘to cats and/or dogs,
including one that has been reported as an abstract (Ohman, J; L.,
Double Blind Trial of Immunothérapy in Cat Induced Asthma, Journal of

Allergy and Clinical Immunology, 71 (Supplement):91, 1983) and another

in progress in Scandinavia suggest significant clinical improvement
following administration of an extract of khown potency.

" Moreover, extracts of cat, dog and horse have been shown previously
to be effective for diagnosis ahd were placed in Category I for diag-
nosis. They were regarded as probably effectiye for immunotherapy and
were placed in Category IIIA for immunotherapy. Extracts that were
classified in Category IIIA for diagnosis in the Panel’'s original report
were also classified in Category IIIA for therapy. The Panel recognized
that the appropriate studies have not been done (and may never be déne)
with most of these extracts beéausé such studies are difficult, costly
and time-consuming. The Panel believes that if the presently avallable
evidence for safety and efficacy of cat extract 1s confirmed by addi-

tional evidence, then any properly standardized, potent mammalian ex-

" tract that is effective for diagnosis likely would be proven effective

for immunotherapy if an adequate placebo-controlled study were con-

ducted.

RECOMMENDATION. The Pénel recommends that extracts of the mammalian

species that previously were in Category I for diagnosis or are .
now being reclassified into Category I for diagnosis be reclassified in

Category I for immunotherapy (Table 3). Breeds may be specified but,

_as for diagnosis, there is no evidence to justify a requirement for

breed identification. Mammalian extracts that are now classified in
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Cabegory,II,for diagnosis should be reclassified into Category: 1I for:

immuﬁggherapyi(Tgble 4)e

3.‘ Extracts of avian-origin for diagnosis. Extracts of eight

avianiapegies‘(canary, chicken, duck, goose; .parakeet, parrot; pigeon
and turkey) are-employed with varying frequencies for diagnosis in
batiencsjwithballeggic:disease35. These-gxqraqtsawete clagsified. in
| Category IIIA for;diggnosis;in‘che Panel's ofig;ﬁal report. hecause
reports of .acceptable s;udiegrindica;ing tﬁeirﬁsafety and efficacy were
not;gvailablg fo_the.Panel.

$h§re'is_pgporfed anecdotal evidence thgt.various,fgather extraets -
can induce positive sgkin test reactions in individuals who.are clini-
.cally sensiqiue to Birds,;such as birds kept as pets. in their'homeéq
The Panel regards -this as an rindicat,icn' of the existence of IgE-mediated |
allergy to the avian species.. However, there is inadequate evidence on
the composition and allergenic potency 6f. ,thesé-e:xtrae:tsa and on thelr
safety and.efficacy for diagnosis. The:Panel ;15,,}. nevertheless, .of . the
opinion that .if properlyﬁstaggardized extracts. were available they would
prove safg-andﬁefﬁective-ﬁqridiagnosis.in$he,Pangl,is also.of  the opin-
ion;@hat1thgyfieldéqf“allergyfwouldibe,well served‘if adequate studies
were conducted with standardized.feéther extracts., )

RECOMMENDATIOﬁ. The Panel recommends that defined avian extracts

.now, classified in Category IITA for diagnosis be reclassified into
Category.l.for diagnoesis. Poorly defined:extracts.such-as a mix of ..
ffegthers.andgligt"landy"mixed feathers" should be.reclagsified into

Category. IT for diagnosis.. .-
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4, Extracts of avian origin for immunotherapvy. No avian extracts
v , ~ , .

were classified in Category I for immunothefapy in the Panel's original
report becausé none had been shown to be safe and effective for immuno-
therapy. In fact, there is a gross lack of information about their use
in treatment of proven allergy to the feathers of one or &nother avian
specles. Nevertheless, the Panel presumes that if potent, proﬁerly
standardized feather extracts can be proven effec;ive for diagnosis of
allergic sensitivity iﬁ such patients, then by analogy with extracts of
other defined inhalant allergens, placebo-controlled clinical studies
might demonstrate that feather extracts are safe and effecﬁive when
employed properly for immunotherapy. The Panel regards it as imperative
that a clinical trial of at least one standardized feather extract be
conducted to prove this assumption. However, feather extracts in gen-—
eral‘have been accepted by alléfgists and by fhe authors of early
standard allergy textbooks as effective for immunotherapy, and the Panel
believes that they should continue té be available for this use.

RECOMMENDATiON. The Panel recommends that extracts of defined

avian species previously classified in Category II1IA for immunotherapy
should be reclassified into Category I for immunotherapy (Table 5).
Poorly defined extfacts such as the mix of “"lint and feathers” and
"mixed feathers” should be reclassified into Category II for immuno-

therapy (Table 6).
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':‘ﬁammali;a;éingggg.Récoﬁméﬁdé&‘fa?’éépegﬁry I
Exﬁr;c; | \ e i e L
Beaver (not procgs#ed fdr)> 
Camel (not procéésedufur)
'Catrv 7 ‘
Chinchilia (not processed fur)
Cowr “ - A
Deer  7>'
Dog
Bk
Fox (no;féfocéssed f;;)
,Gefbil |
Goat
Gpinea ﬁ#g
Hamster N
Hog
Horse
Lebﬁard‘(nof proéessed fur)
Mink.(ﬁét prpqeésed fur)
Monkeyﬂ_{ | |
Mouse:
Muskrat (not processed fur)

‘Rabbit (not processed fur)
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TABLE 3-=—comn.

-
-

Mammalian Extracts Recommended for Category I

Extract

Racoon (not processed fur)
Rat

Skunk

Squirrel (not processed fur)




TABLE 4.

Mammalian Ex:raq;sﬁkecommgndedﬂfo;‘Catego;yqll
Ektract
Human dander

Human hailr

Leathers
TABLE 5
Avian Extracts Recommended for Category I
Extract

Feathefs, canary
Feathéfs; chicken
Feathers, duck
Feathers, goose.
- Feathers, parakeet
Feathers, pigeon
Feathers; turkey
TABLE 6
Avian Extracts Recommended for Category II
Extract
Feather, lint, mixed

Feathers, mixed
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D. MOLD ALLERGENIC EXTRACTS
1. Mold extracts for diagnosis. Six mold allergenic extracts

which are employéd frequently forrdiégnosis of allergic diseases
were classified in Catégory I for:diégnosié in the previous Panel
repoft’becaﬁée épprOPfiaté controlled published studies indicated
thatnthey were éffeétive for diagndsis.' These extracts were of the
mold genera listed below.

Altefnérié

Cladospogium (ﬁorﬁbdendrﬁm)»

Helminthosporium

Aspergillus

Penicillium

Mucof
No attempt was madé by the Panel to determine which spéciés or strains
of these mold genera were to be employed in the Category 1 diagnostic
extracts.

The remainder of the mold extracté iiste& were classified in
Category IIIA for diagnosis. Although many of these Category II1IA
extracts have been accepted as effective for diagnosis by practicing
allergists and by the authors of allergy textbooks, the Panél was unable
to find ép?ropriate ﬁuﬁlished'éVidende whidh'uﬁequiVOCaily proéed that
these épecific'ﬁold extracts were actually effective for'diégnosis. Tﬁe
diffiCulﬁy related in part'tq'finding'pfOOf that clinical exposure to a

specific mold produced symptoms‘of ailefgic disease which were due to

Vtﬁaf sﬁeéific'mold, Whereas there was abundant evidenée‘which indicated
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that exposures to other al borne allergens such as pollens and animal aller-

gens produced symptoms of allergic dis‘ s, it was difficult to prove

that an individual patient was exposed to svspecific species or genera
-of mold in his natural environment snd that this exposure induced the
symptoms of allergic disease which were present in the patient at ai
particular time.h As with certain pollens, examination of the ambient
air indicated that a patient usually sustained exposure to multiple o
molds at the same time. Therefore, in the absence of conclusive evi-I
dence of diagnostic effectiveness, the Panel based its judgnents con=
cerning the classification of mold extracts on knowledge (1) of the
immunology and aerobiology of molds, (2) of the data concerning positive
skin tests and RAST in patients living in environments in which airborne
molds are abundant from time-to—time, and (3) of evidence that such
patients may suffer allergic symptoms when specific molds can be de-
tected in the environnent in high density. } ‘

Table 7 lists mold extracts for which there is evidence of both B
clinical exposure to the wold genera and positive skin fests in allerglc
patients to extracts of various species of the mold genera. The Panel
reconnends that allergenic extracts of these molds be placed fn Category
I for dlagnosis. | | B

Table 8 1istsm°1d extracts for which, the Panel go far has mot
seen suffictent evidence of both clinicsl exposure to the mold genera
and positive skin tests to extracts of the various species of the mold
genera., The Panel recommends that allergenic extracts of these molds be
-Plaged in Category II for diagnosis unless or until appropriate evidence

of effectiveness is found.

—7
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2. Mold extracts for immundtherapy. No mold extracts were classi-

w

fied in.Category 1 for immﬁn&therapy in the previdus Panel report
because thevPanel found none which had been shown to Be effective for
immunotherapy in valid contrblled published clinical trials. Those
extracts listed in Table 7 were classified in Category IITA for immuno-
therapy because they had been accepted by practicing allergists and
standard textbooks as effec;ive for diagnosis and immunotherapy. The
Panel has recommended that those extracts in'Table 7 be classified in
Category I for diagnosis. As stated previoﬁsly, when certain pollen
extracts have been tested adequately, they have been shown to be effec-—
tive for immunotherapy. The Panel presumes that any properly stand-
;rdized sufficiently potent mold extract which is effective for ﬁkin
test diagnosis and is safe when properly employed for immunotherapy
might be proved to be effective for immunotherapy by appropriate con-
trolled studies. The Panel recognizes that such studies have not been
done with these.extracts because such studies are difficult, costly and
time-consuming and standardized mold extracts have not been available
for testing.

RECOMMENDATION. The Panel recommends that extracts listed in Table

7 be reclassified in Category I fbr immunotherapy.

The mold extracts listed in Table 8 have been recommendéd for.Category
11 for diagnosis for the reasons»listed on the previous pages. The
-Panel recommends that extracts listed in Table 8 be reclassified in

Category 11 for immunotherapy.
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.. TABLE 7.

Tl P

o RS Sl T 11 R
~ Mold Extracts Recommended for Category I

Alternaria tenuis

o Referencgs which
Demonstrate Positive
Skin Test

‘References which

Demonstrate Exposure

td*ﬂoﬁ&,@&ﬁeta‘ " " "tb'Mold Species

1, 3,9, 1 2,5, 11

Aspergillus clavatus 1, 3,9, 11
Aspergillus fumigatus =~ 1;33;'9;“1i
aebrt iy gtavdhs 0 T 909, 107
ASpéréillus?niaﬁléhél AN 1, 3,9, 11

Aspergillus niger . L, 3,9, 11

Aspéféillué Sidbéi - N 1, 3;'9,%11

Aspergilus terreus -~ - 1, 3, 9, 11

Botrytis clnerea ) ' 1, 3, 11

Candida albicans B T §

Cephalosporium acremonium 3, 8, 11

Cephalothecium roseum I, 11
Chaetomium globosum 1,8, 1

Cladosporium fulvum 1, 3, 9, 11

Cladosporiut herbarum ‘ To1, 3,09, 11

Curvularia spicifera 3

" Epicoccum nigrum 1,73 7

Pusérium vasinfectum 1,3, 9, 11"

Gliocladium fimbriatum 3

" *Positive skin tests to these mold genera only

10

9, 11

11

1r

9

11

9, 11
10, 11

11

11
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TABLE 7--con.

. . »
Mold Extracts Recommended fotr Category I

References which

References which Demonstrate Positive
Demonstrate Exposure Skin Test
to Mold Genera to Mold Species

Helminthosporium interseminatum 1, 3, 9, 11 2
Monilia sitophilia 1, 3, 11 2, 9, 11
Mucor plumbeus 1, 3, 11 : 9, 11
Mucor racemosus 1, 3, 11 2, 11
Mucor spinorus ' 1, 3, 11 ’ 11
Mycogone sp. 3 2
Nigrospora sphaerica 3, 11 2, 11
Paecilomyces variota 3 , 2
Penicillium biforme 1, 3, 9, 11 2

- Penicillium carmino-violaceum 1, 3, 9, 11 : 2
Penicillium intricatum 1, 3, 9, 11 2
Penicillium luteum 1, 3, 9, 11 2

" Penicillium notatum 1, 3, 9, 11 ' 2, 11
Penicillium ruﬁrum. 1, 3, 9, 11 9
Phoma herbarum 1, 3, 11 2
Phoma betae 1, 3, 11 11
Pullularia pullulans 1, 3, 11 2, 11
Rhizopus nigricans 1, 3, 9, 11 2, 11
Rhodotrouia-glutinis 1, 3 , | 2
Saccharomyces cerevisiae 1, 9, 11 2, 10, 11

' Spondylocla&ium Sp. 3, 9 : 5
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TABLE 7-—con.

| Mold Extracts Recommended 'for Category I

. References which
Demonstrate Exposure
to Mold Genera

References which
Demonstrate Positive
Skin Test

Sporobolomyces, roseum v 3, 11
Stemphylium botryosum ‘ 1, 3, 11
Trichoderma viride | 1, 3, 11
Trichothecium roseﬁm 11

to Mold Species

11
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TABLE 8
Mold Extracts Rgdommendedrfor Cskegory IIV
Absidia capillata
Achorion schoenleini
Acrothecium spp.
Anacystis
Beauvaria bassiana
Bispora antennata
Chlanydomyces diffusus
Chlorella
Colletotrichum
Cryptococcus sp.
Cryptococcus diffluens
Cryptococcus laurentil
Cryptococcus terreus
Cunninghamella elegans
Dematium nigrum
Epidermophyton
Epidermophyton floccosum (inguinale)
Epidermophyton rubrum
Fomes Sp.
Geotrichum
Geotrichum (Oospora)
Geotrichum oldium
LycopodiumA

Microsporum
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TABLE 8=—con. -y

Mold Extracts Recbmméﬁdédjfoi'Categbfy I1
Microsporum audouinii
' Microsporum canis (lanosum)
Microsporum gypseum
Monotospora l&nuginosa
Mycelia sterilia
Mycogone sp.
Mycotypha dichotbma
Neurospora crassa
Oidiodendrum sp.
Oidiodgndrum oospara
Papularia arundiﬁis
Phycomycetes
Phycomyces blakesleeanus
Pleospbra SP.
Podaxis sp.
Poria sp.
Scopulariopsis
Scopulariospsis brevicaulis
Sporotrichuﬁ
Spofétrichum pruinosum
Stachybotrys atra
Streptomyces

. Streptomyces griseus
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7 TABLE 8--con.
Mold Extracts'Recémmended for Eategory‘II

Syncephalastrum racemosu@,

Tetracoccosporium

Thammidium elegans

Trichophyton

Trichophyton cutaneum

Trichophyton gypseum

7 Trichophyton intefdigitale

Trichophyton mentagrophytes

Trichophyton purpureum-

Trichophyton rubrum

Trichophyton (achoriqn) schoenleinii

Trichophyton tonsurans A

Trichophyton ylolaceum

Typhula

Verticillium albo=-atrum
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Basidiomyéétés:,rkusts, smﬁiéifénd mushroom spore#. 'Sincebthe
Panel compfétéd5ith:6figfﬁaiﬁrépéfffﬁthé£e ﬁ}s;%éiﬁ édd1ti6ﬁg1 infor-
mation dealing‘wich'alleigi to basidiomycetes: | v

Symington (Ref. 1) reported on eight workers in a food manufac-
turing company who had rhinorrhea, dydﬁnéé and wheezing with ﬁréﬁara-
tion of dried mushroom soup. Five had varying degrees of positive
immédiate skin tests to dried mushrcom extract and four had positive
inhalation challenge tgsés.' Precipi;ating'éﬁfibddiés could not be
detected.

Two ébsft&éts”ﬁéréfbréééntéd:ﬁf the méeting of the AméficaﬁfAcademy of
Allergy, Montreal, Canada, March 1982, Léﬁfet‘(Ref.'Q) feﬁofté&athat an

extract of spores of the mushroom Chlorophylluﬁ molybetiumrcollgcted

from the field caused positive skin tests in 12 of 66 atopic patients
with perennial allérgic symptoms; 5 of the 12 patients had a positive
RAST as well. An extract made from the mycelial form, grown in vitro,
did not cause positive skin test reactioné. Using crqssed radioimmuno-

electrophoresis, 7 of 23 precipitating antigens were shown to bind IgF

from patients' sera. In New Orleans, spores: from basidiomycetes can

account for up to 20-30% of the total spore and pollen count, and aller-—
gic symptoms in some patients appear to be related to this exposure,
although a firmly established cause and effect’reiationship has not
been proved. - |

Santilli, et al. (Ref. 3) reported that they were able to elicit

immediate skin reactions with extracts of basidiospores (including Agaricus,
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Coprinus, Fuligo;rLycopefabn, Sclerqderma, Ustilago #n& sooty mold)
in in&ividuals_who-have aliergic symptoms, including asﬁhma,_coincif
dent ﬁith high environmental épore counts,

In two Japanese journals (Refs. 4 and 5) two cases of asthma from
occupational expoéure to spores (Cortinellus sh%take and Lentinus
edodus) were reported. The disease was not the @ushroqm»workers' lung
type of‘extrinsit allergic alveolitits with precipitins,

This additional evidence allows the following mushrooms to be
included in the list of identified basidiomycetes which will pfoduce
allergic reactions: Lentinus, Agaricus, Lycoperdon, Sclg:odgrma, and
Fuligo.

No reports were found on the use‘of extracts of basidiomycetes
in immunotherapy. _

It should be noted that there are 10,000 to 20,000 more members of
the basidiomycete class that are yet to be studied and evaluated. For
industrial exposure as in the above references, material present at the
industrial plant may:be the best source materlial to extract, so com-
mercial allergenic extract will not be as useful or specific (e.g., it may
be a dust of the product rather than of the‘sﬁore of the mushroom).

RECOMMENDATIONS: (a) The basidiomycetes extract groups listed in

Table 9 should be in Category I for diagnosis if spores are used as the
source materigl. Other members of the class should not be included
generically, since it appears that this group of substances has a low

degree of cross-reactivity and data on other members are not available.

—

(b) Even though there are no data, other thanm; few anecdotal

comments, about immunotherapy with extracts of members of this group,
a/ ’

7
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by analogy with other: airborne allergens :and %?-spores are uded: .

as the source material then’these extracts should be in Category
I for immunotherapy.
TABLE 9 '

Basidiomycete Spore Extracts Recommended for Category I

Barley smut = Ustilago bordei

- Ustilago nuda

Corn smit = Ustilago zead

Millet smit — Ustilago érameri

Oat smut =Ustilage averae

Rye smut — Urocystis occulta

Sorghum- smut -~ ‘Sphacelotheca gorghi -

- Sphacelotheca cruenta

Wheat smut - Tilletia tritidi -

s fiiletia levis C

s ystilage ‘tritied

Rust < Puceinfa’graminis tritidi

“Mughroom -~ Agaricus; Cantharellis,’Chlotrophylium,’ Coprinus) =

-~ Frustulatum, Fuligs, Hypholoma, Lintinus, Lycoperdon,

‘4 pleurétus, Sclerodérma

Jelly fuiges ~'Daétdiyées

Yeast%iﬁTiIiéti3p§f§ e

AR R IR IR T B AT B

‘? K

5]
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E. MISCELLANEOUS INHALANT ALLERGENIC EXTRACTS

“For ;hé*ﬁilérgénié extracts of the éiéceiléﬁéduséiﬁhaiént sub-
stances;_theiPéﬁélfréiie&ﬁoﬁ the data in the Panel'éiarigiﬁal“féport.
Generally, an extract previously placed in Category IIIA for diagnosis
is reclassifié& iﬁtOJCatégory”I'for diagnosis when ‘there 1s adequate
evidence that the éﬁbsﬁanéé?ié;éliergéﬁtéf(Téﬁle 9). -‘Among the extracts
originally in Category I for diagnosis, thererare a few which 'can also
be recommenaéa;faifCAEégofya1.for,immﬁnbthérapyﬁ($ablé lo)ek-ndﬁevef,
the reﬁainder of the extracts in Cateéory I for diagnosiéfﬁavé?béen
recommended for' Category I1 for therapy because (lﬁgthefe are no pub-
lished reports of their use aﬁd‘(Z)'avoidéﬂée of.thevbffen&ing“allergen

is sufficient. For completeness; Table 10 also includes several éxtracts

 which were in Category I in the Panel's original. report. Table-11 lists

extracts of ﬁisﬁéilhhéﬁﬁs substances ‘which are recommended: for Category
II. |

For gr&iﬁ 21evat6r#duét;¥graiﬁ-ﬁ111;dustvand gtainﬁdUStﬂmix,
several conditions were'recommended to provide‘5ettefxa§surahce¢of a
safe, more ‘consistant’ products  Fine dust which has been airborme: and
which has settled én high rafters should be the original source ma-
terial. Locations where only one or two specles of grains are processed
are inappropriate. 'As soon as possible after stérage, the material
should be sc:éened, defatted, and stored at freezing temperatures or

otherwise handled to limit the presence of weevils, mites, other in-

sects, endotoxins, and mycotoxins until ready to befextrécted. Dialysis

and acetone precipitation may be useful in the manufacturing process.

/
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E. MISCELLANEOUS INHALANT ALLERGENIC EXTRACTS

For the allergenic extracts of the miscellaneous inhalant sub-
stances, the Panel relied on the data in the Panel's original report.
Cenerally, an extract previouslj placed in Category IIIA for diagnosis
i8 reclassified into Category szor diagnosis when there is adequate
evidence that the substance 1s %llergenic (Table 9). Among the extracts
originally in Category I for diégnosis, there are a few which can also
be recommended for Category I er immunotherapy (Table 10). However,
the remainder of the extracts iﬁ Category I for diagnosis have been!
recommended for Category II for immunotherapy because (1) there are no
published reports of their use for immunothérapy and’(2) avoidance of
the offending allergen is sﬁffic;ent therapy. For completeness, Table

i

10 also includes several extracts which were in Category I in the Panel's

Vthch&ére recémmended for Catego;y 11,

For grain elevator dust, gr%in mill dust and grain dust mix,
several conditions were recommenged to provide better assurance of a
safe, more consistant product. Fine dust which has been airborne and
which has settled on high rafters should be the original source ma-

terial. Locations where only onF or two species of grains are processed

are inappropriate. As soon as possible after storage, the material

should be screened, defatted, and stored at freezing temperatures or
otherwise handled to limit the pkesence of weevils, mites, other in-
sects, endotoxins;'and mycotoxin# ﬁntil readyrto‘be extracted. Diaiysis

‘and acetone precipitation may be useful in the.mahufaéturing process.
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TABLE 10

' Miscellaneous Inhalant Allergenic Extracts

Recommended: .toRemain Licersed

Extract - .

~Gacegotwaecommendationslj

Skin Test
Diagnosis

Lmmuno-

‘- therapy

Algae

Cagtor begnqﬁr

Cottgn linters

Cotgqgiegdv

Derrls roof

Dust,’ grain elevator (grain-mill
~dust or grain dust mix)

Flaxseed

Gum Guar . ..

Gum Arabic or Acacia

 Gum India (Karaya)

Gum, Tragacanth

Ipecac ...

.'Monsanto;enzyme (B.. Subtilisy,

. »= Novoenzyme):: & .

Orris. root:s ::: :

Pyrethrum .- s

(1)

. .

(D)
- (1)

£,

el I

II

(11)

D

(11)
1T
1T~
11
IT

11

IT
11

1/ Category I recommendations in paréntheésis were in Catégory I in the

Panel's original report. Catego

A

-in-Catégory: ITIB in the original réporf. ="

ry II recommendations in parenthesis were
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' TABLE 10--con.
Miscellaneous Inhalant Allergenic Extracts

Recommended to Remain Licensed

Category Recommendationsl/
Skin Test Immuho~

Extract Diagnosis therapy

silk, raw | (1) 1

Tobacco leaf (unmodified) (1) 11
Wood dust, cedar and red cedar (1) 1T
Wood dust,’cocabola (1) 11
Wood dust, red oak ’ (1) | 11
Wood dust, white oak . (1) _ iI
Wood dust, padauk | : (1) ' I1

1/ Category 1 recommendations in parenthesis were in Category I inm the
Panel's original report., Category II recommendations in parenthesis
were in Category IIIB in the original report.
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 TABLE 11

'Miscellaneous Inhalant Aiiefgehic Extracts

Almond hulls

chicle

Chicory
Cqéénut fiber
Cofton
Cottoq, aged

Cotton gin dust

" Fern spores

Fléx fiber
Gum carbo
Hemp dust
Jutes 2573
Kapék |

Lavendar

~ Lycopodium

Malt
Psyllium seed
Rapeseed

Rose spp.

Sea moss

Senna

8isal

'Recommended for Category II

" Pot Diagrosis and Immunotherapy
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TABLE 1l--con.
Miscellaneous Inhalant Allergenic Extracts
Recommended for Category II
For Diagnosis and Immunotherépy
Tobacco leaf, cured
Wood dusts:
Busal |
Bgech
Birch
Cottonﬁood
Elm
Fir
Fir, Douglas
Fir; red
Fir; whit;
Hemlock
Mahogany
Mable |
Piﬁe, white
Pine, yellow
Redwood
Spruceb
Tamarack (larch)

Walnuf




i57;

F. HOUSE DUST EXTRACTS '
House dust extracts are: prepared from source materials which
" have not been precisely defined and, therefore,rfail to meet the first
‘requirement the Panel established to qualify for Category I
classification. By’ their nature, house dust extracts are not of con-
stant composition. Because of this inconsistency, it is not possible
to assure that any two batches of house dust are alike. Furthermore,
it is doubtful that this will ever be possible unless collection and
extraction methods can be devised which will produce batches of knOwn}
composition 80 that,standards can be developed. The chemical composi-
tion of house dust extracts has not been determined. They are known 7
to contain multiple antigens, but an antigen unique to house dust b
has not been shown conclusively.

Nevertheless, there is adequate evidence for the need in practice
of an extract with the characteristics of house dust. It is generally
recognized that there 1s a small proportion of patients who give clear-
cut histories of allergy to house dust and who react to house dust extract
by skin and/or serological tests, but who do not have positive skin o
test reactions to available extracts of several known allergenic components of
house dust. The reasons for this are not clear. While it is the goal
of the conscientious'allergist to be as specific as possible in diag- :
nosing and treating the allergies of each patient in practice it is not
feasible to perform all of the diagnostic testing necessary to do this.
Therefore, house dust extracts fulfill a need in_the diagnosis and -
treatment of allergic disease. However, there is nowstandard of;potency

for house dust extracts. They are currently produced on a W/V or ?Nﬁ”‘

4

g
/
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basis. Extracts with edual W/V or PNU designations may differ in bio-
logic activify By more than a thousandfoid. This 1s a méjor fahit which
will be considered in the Panél's recommendations.

The safety 6f house dust extracts as uséd in diagnosis and therap&
has not been studied systematically, but extensive marketing expefience
and human use appear to have demonstrated their safety.

The specificity and sensiﬁivity of these extracts fofrthe diagnosis
of IgE-mediated allergy to componenﬁs of house dust cannot be estab-—
lishedAunless and until standardized preparations are available.

The effectiveness of house dust extracts in the treatment of

sensitivity to house dust cannot be established for the same reason.

Recommendations:

House dust extract is fecommended to be placed in Category I for
skin.test diagnosis notwithstanding‘the fact that the source material is
not well defined and each product is a mixture vaiying from batch;to—
batch.

By a 6 to 1 vote of the Panel members house dust extract was recom-
mended for Category I for use in immunotherapy. The dissenting opinion
reflected sevéral concerns of the Panel. Although there are some re-
ports in the literature which suggest that house dust extract.may be
useful in therapy, other reports show 1t.to be ineffective. Because of
a lack of knowledge of the components used in the reported studies,

these data could not be applied to current production batches of housé

dust extracts.

‘Several recommendations are repeated frém the original Panel

. oo
reporte. ’
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(1) Collection. Various environments are suitable for the collec-
tion of these source materials;‘ The collector should maintain a‘record;.
of the actual location from which each sample of source material was
collected. The sites and method of collection of the source material,
for example, by vacuuming, should be approved by the FDA. o

(2) Processing. Upon receipt of the source material fromfthe
supplier, it should be inspected by the manufacturer and should meet
standards for this product established by the FDA. When required it
should be sieved upon receipt from the supplier toiremove contaminating
debris. - | | - - |

(3) Storage. The source material shduld‘be stored under condi-
tions approved by the FDA. Particular attention should be given to
the temperature and humidity during storage, and‘to the duration of
storage. o | - | |

(4) The manufacturer must indicaterthe general natureuof the
source on the label. For example, ‘a mixture of mattress and‘carpet
dust". Only extracts made from source materials obtained from houses or
similar establishments (e.g. hotels) or their appurtenances should be
labeled "house dust extract.rg Due to the observed wide variation in

potency which may occur from batch-to—batch a warning should appear on

_the label.' For example. Warning, potency may vary from batch—to-

batch, therefore, equivalent doses measured by W/V or PNU may differ.
This must be considered when changing a patient to a new lot number.
the most recent Panel meeting, the Panel added the following conditions.

a. No house dust source material should be collected from areas

~ where pet animals, particularly cats or dogs, are kept.
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b. Housé dust source materiai
where detergents or pesticides have
weeks ,

c. House dust source material
other insect infestation detectablé

d. House dust source materiai
inhibit bacterial, mold, and insect

e. House dust extraétsZSHOUId
cularly aflatoxin.

f. Héuse dust extraéts should

toxin as specified by the FDA.

[ 4

‘should not be collected from areas

R-J
been used within the previous two

should have low levels of mite and
upon microscopic examination.
should be stored in a manner to

growth,

be tested for mycotoxins, parti-

be limited to low levels of endo-

g. No extraneous additives should be used to "fortify" these

extracts.

It is also suggested that a sufficient number of lots of extract

should be skin tested to assure consistency and to ultimately determine

whether there is a clinical syndrome which can be attributed to house

dust per se and in which people are

high dilutions of these extracts.

skin test-positive at relatively
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G. INSECT EXTRACTS
Insect extracts were reviewed again in the game groups as in“the
original Panel report, i.e., extracts for insect sting allergy, ex-
tracts for insect hite allergy, and extracts for insect inhalant
allergy. P: . . , e e N

_ 1. Extracts for allergy to insect _venom. The only insect extract

for immunotherapy of insect sting allergy in Category IIIA in the orig-
inal Panel report was the extract of the whole hody of the fire ant.

Vehoms of the winged hymenoptera such as bees, wasps, yellow jackets and

_ hornets were marketed as. safe and effective products after the initial

Panel review and were not addressed by the Panel. Whole body extracts

of the winged hymenoptera were placed in Category IIIB based on pub-

1ished evidence of their ineffectiveness. However, limited observations

mentioned in the original Panel report Suggest that whole body extract
of the fire ant may be effective in the diagnosisﬁand treatment of fire
ant-sensitive individuals; Observation of a control group of untreated
individuals is lacking and corraborativeHimmnnological studies are%not
available. Nevertheless, because of the published evidence it is recom—
mended that whole body fire ant extracts be placed in Category I for

immunotherapy.

2. Extracts for allergy to insect bites.

a. Fleas. Reactions from flea bites are primarily large local
reactions. As mentioned in the original Panel report, many of these
reactions are;delayed in onset as is the reaction found when skin test-—

ing with flea extract. There is no present docnmentation that  reactions

_to‘flea'bites have an IgE pathogenesis. It is recommended that flea
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extracts Bévplaced in Category 11 for diagnosis and therapy as currently
rlabeled fo;'use in IﬁE-mediated éllergic ﬂise:se. Oné Pane; membe
believed the extract should rdémain on the market for use in the diag-
nosis of delayed hypersensitivity to the flea bite.

b. Mosquito. The original Panel report concluded that mosquito
extracts may have some diagnosti¢ value in confirming the delayed local
réactions-which some individuals have had foilowing mosquito bites, but
that an IgE pathogenesis for this type of reaction has not been estab-
lished. It 1s.recommended fhat mosquito extracts be placed in Category
IT for diagnosis and therapy as currently labeled for use in IgE-medi-
ated allergic d}sease. One Panel member believed the extract should
remain on fhe market }or use in the diagnosis of delayed hyper-
sensitivity to the mosquito bite..

c. Deerfly. Deerfly extract was placed in Category I for skin
test diagnosis in the original Panel réport. Bagsed on studies reviewed
in the earlier report, it 1s recommended that deerfly extract now be
placed in Categofy I for immunotherapy.

d. Bedbugs. Based on studies cited in the original Panel report,
extracts of bedbugs are recommended for Category I for skin Test diag-
nosis. (Bedbug extracts are in Category IIIB for therapy in the original
Panel report).

e. VKissing bug. Kissing bug (Triatoma) extracts were ‘placed in
Categéry i for skin test diagnosis in the original Panel report. There
is evidence in one studvahich suggests that an extract of the salivary
glands of this insect is effective for immunotherapy (Ref. 1). There-
fore, it is recommended that kissing bug extract be placed in Category I

for immunotherapy.
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3. Extracts for inhalant allergy to insects.

_.a. Caddis fly. Caddis fly extract was. placed in Category I ..

.

vfor1skin.teq;}diagnosisNin;:hésg:iginglkEahglgpeport. Based on;;he'

studigs reviewed in tha;vrgport, it is,tecommended3;hat,caddia-fly
extract be placed in Category 1 for immunotherapy.
+: be . May fly. May fly extract was in:Category I for skin test

diagnosis in the original Panel report,:-Based on.the-studies reviewed

there, it is recommended that May fly extract be placed in Category I

for immunotherapy.,

- Ca Aphid, Aphid extracts were placed in Category I for skin.test

» diagnosis in the original Panel report. Useginfcherahy is analogous

to the above extracts. It -is gegqmmendgdfthat aphid,axtract;be placed
in Category I for immunotherapy,
d. Bee. The evidence supporting -the use of whole body -extract 1in

inhalant allergy to bees was discussed.in the original Panel report. If

whole bee body. extract is permitted to:be marketed for this purpose,

then the lgpeling-sheuld:Lndicatg.;hat»gxtensive studies ‘have -shown that

it is not effective for bee stingﬁgllergy,dgsptte widesp;ead:préviousr

use for ;hisapurnqéeu It is recommended that whole body bee ‘extracts

labeled for .use in the diagnosis and treatment of :inhalant’ allergy bé

~placed in Category I. .

e. Cockroach. Cockroach extracts were in Category I for skin - -

test diagnosis.in: the Panel!s original.report.’ They:were ‘in Category

1IIB for-immunotherapy., however?the:EDA%Officefof«Bioibgicsvhas,ptdﬁoéed

a change based on new evidence available in manuscript-and published as
the abstract (Ref. 2). - In-1l patients, the symptom: -and medication -

scores. decreased significantly -following immunotheérapy for two years.



http:pu.rpo~.e.lt

The aensiti?ity of basophil histamine release %eclined on the average
350 fold dﬁring the same period; It 1s unclea: if tﬁe same lot of
antigen was used for all assays and the use of controlsrwas not docu-
mented, Nevertheless, the Panel now recommends Category I for immuno—
therapy.

f. Mite (Dermatophygoides). The extensive literature dealing

witb house dust mite was discussed in the Panel's original report where
it was recommended that specific mite extracts be placed in Category I
for skin test diagnosis. The Panel now recommends that the house dust
mite extracts of D. fariniae be placed in Category I for immunotherapy
as there 1s growing evidence of their efficacy.

g. Moths and butterflies. Extracts of moths were in Category I

for diagnosis in the Panel's original report while extracts.of butter-
flies were in Category IIIB. Evidence from a study in Japan (Ref. 3).
indicates that butterfly extracts are effective for diagnosis in pa-
tients who experience symptoms upon significant exposure to butterflies.
The Panel recommends that extract of butterfly be placed into Category I
for diagnosis. There was‘insufficienﬁ evidence to justify reclassi-
fication of extracts of moths and butterflies from Category IIiB for
immunotherapy.

h. Other extracts for inhalant allergy to insects. The recom—

mendations for the other exfracts for insect inhalant allergy, listed
in Tables 11 and 12, are based on information in the Panel's original
report. The Panel recommends that when there is evidence that the
-insect is the cause of IgE~mediated allergic reéctidns in humans, these

other extracts be placed in Category I for diagnosis.
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Although exposure to many of.these insects is rare, occupational con—
tacts account for much of the reported evidence. These other extracts
should be placed in Category II for immunotherapy because of a lack of
evidence that the products are effective or safe. Where the Panel could
find no information that a epecific insect is responaible for an aller-

gic reaction, the extract has been recommended to be placed in Category

II for both diagnosis and immunotherapy.
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TABLE 12

Insect Extracts

Recommended to Remain Licensed

Category Recommendationsl/
Extract Skin Test Immuno—-

Diagnosis therapy
Aphid | | (1) | 1
Bedbugs I (11)
Bee, honey (whole body) (1)2/ - Z!
Beetles (identified) : (1) (11)
Butterfly = - (11)
Caddis fly (1) T
Crickett I (11)
Cicada/locust 1 (11)
Cockroach, American (1) ' I
Cockroach, German (1) I
Cockroach, Oriental ' (1) 1
Daphnia - (1) . (11)
Deer fly - _ (1) I
Fire ant ' (D) 1
Flea, water (daphnia pulex) (1) (11)

\ 1/ Category I recommendations in parenthesis were in Category I in the ori-
ginal panel report. Category 11 recommendations in parenthesis were in
Category IIIB in the original panel report.

2/ For inhalent insect allergy.

3/ Extract of butterflies was in Category IIIB in the original report.
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TABLE 12—con.
Insect Extracts

Recommehded“tb‘REﬁein"ticeneed

-Category Recommendationslj

ﬁgfraet " S Skin Test - Tmtmino-
‘ - Diagnosis therapy
Fruit fly | ' - I (11)
ﬁohse,fly _ (1) | | ‘(fI)
Ki%sing bug - 1y - T
ﬁeafhobper . : I S (11)
May fly o (1) g 1
Mexican bean weevil‘e 1 ' I
Mite (Dermatophygoides farinae) (1) S
Mite (Dermatophygoides farinae) (1) : ‘ I
Mite (D. pterqnyssiﬁﬁs) _ I = R
Moth 1 an
Moth, miller | S o . (11)
‘Mushroom £ly o (1) I
Screwworm fly { I L (IT)
Sow bugs _:f I SOOI
'épfder . SR s (IT)

. 1/ Category I recommendations in parenthelis were Hn’ Category I in the
original panel Teport. Category'II recom ‘ndations in parenthesis were
in Category IIIB in the otiginal panel re
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TABLE 13
Insect Extracts
Recommended for Category 111/
For Diagnosis and Therapy
Flea
Flea, Dog
Flea, Cat
Flea, mixed

Mosquito

Spider mix

1/ This table does not include extracts listed in Category IIIB in the
original panel report.
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H. FOOD EXTRACTS
In conducting the reclassification of fogd extracts, the Panel
noted carefully“its oriéinal and,gurfenc chargé to révieﬁithe safety and
effectivengss of the assignedlprodUCtsyfor use according to the way they
;re labeled. There was no new information submitted by the manufacturers
for the Panel to consider,in.its reclagsification of Category IIIA food

extracts.,

Food extracts for skin test diagnosis. Many food extracts were

considered in the previous Panel report to be effective as an aid in:
the diagnosis by skin test of IgE-mediated allergic disease. In.con-
sidering the evidence in that report and in other articles (Refs.:l:
through 6) and in applying the standards of effectiveness ;ecommepded by
the Panel in this report for the reclassification of the Category IIIA
extracts, most food extracts are recommended for Category i for this
use. Applying these standards, each extract should: (1) be obtained
from a well defined source; (2) be capable of being standardized as
shown by identifiable and measurable allergenic constituents (which
remain intact during the dating period); and (3) be shown to induce
positivé SRinrtest reactions in.individuals with IgE-mediated food
allergy and negative reactions in those persons without such allergies,
Many food extracts were recommended for Cafegory I, even if'they were
dérived from exotic foods unlikély'to be consumed by humans on more than
a sporadic basis. Requirement number (2) is not presently fulfilled

with the great majority of food extracts but is theoretically possible

~with many of them.
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rvAlmost all mixtures and processed foodé, e;g. Angostura Biftérs;
soft drinks (e.g., Coca—Cola, 7-Up) and simplé:chemicals (e.g., vine-
gar), wereiclassified info Category IIIB in the original Panel repbrt.
Three products reviewed in the original report, heechnut, roasted coffee
bean and licorice extracts, were not clearly defined and were originally
placed in Category IIIB. However, if the FDA can ascertain that a
discrete plant substance rather than a processed form is the source
material, extracts of these substances should be reclassified in
Category 1 for skin test diagnosis.

The recommendations for the reclaséification of fdod.extracts for
skin test diagnosis of IgE-mediated allergy are listed in Tables 14
‘and 15.- TabléZIS lists four food extracts previéusly claésified in
Category IITA which are recommended for Category II for skin test diag-
nosisf Three of these (beef heart, cod liver, and grapefruit peéi)
represent ektracts of anatomical parts of an approved food, i.e., béef,
cod, and grapefruit, and therefore ére considered redundant. The
fourth, black/white pepper, is a mixtufe.

Because the Panel believes that the use of allergenié extracts as
defined in its previous report have been demonstrated to be effective
only for use in connectioﬁ with IgE-ﬁédiated allergy, the Panel reéom—
mends that the labeling of allergehic extracts pf fbods shﬁuld ciéarly
state thaf they are intended for use in the diagnosis of this type of
disease only.  Furthermore, the labeling should indicate that allergies
to food substances may ‘be of ingestant and, inbsome cases, inhalant

nature.




. Food extracts for immunotherapy. .The Panel recommends that all

,Vfood extracts be reclassified 1p;o,ca;egory 11 for immunotherapy of
‘;ggfggdigtgd allergic disgage v?en.gqusure to-therfood is by inges-
tiqp.:,xhe reasons for this decision:are; (l):thqte is no- generally.
acggp;ablgvgvideqqg supporting éhgjuse of  allergenic extracts of
foods as ;bgrgpeutiq agen;g,ygi%her orally or parenterally, for
ingestant IgE-mediated allergy,%whilevinrqontpasg such studies.do
exist for ‘S?‘v#ral 1inhalant a_l‘l,e%sena: (2) avoidance of allergens
to ;ﬁich‘gg 1ndiy1dqal ii sgggﬁéive is a gppdgmen;agrprinpiplg,in
allergy_mqﬁqgement (this is uauélly poss;blngor most food allergens.

most éf'the time); and (3) f90d22§tr3°t§,8r€ more likely than other
élgsqgs ;f gx;rﬁctsrtq 1nducglai§yste9;g anaphylaxis ﬁhen,gqeg in
:imyﬁﬁothe;apy. -Th;szlatter_cgn%}ug;pn,ig paaéq on the evidencg‘
revieved in the original Panel report,

Sévefal physiciaﬁé and mepﬁerg‘qf:thg pub}ic_appgg;ediyefore =

“the Pangl iﬁ suppp;;$pf;ph¢ psééof;é%letgenig‘gxtragps‘og foods
}initgg freatqen;‘of.“fooéwiéyo}e;anggg,":_Rgpresgn;at}ygq_Qf the

e o TR et
Soclety for Clinical Ecology, the American Academy of Otolaryngic

Panel meetings and submitted infbrmation (References 7 through 44)
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mosg%y rélating to the use of éilerggnicrextracts of food substances by
"provocation” tesfing and “neutralization” treatment. They staied that
food intolerance is primarily nonlgE-mediated, and may have both
immediate and delayed clinical éhd'immunolééical featureslb They also
stated that for patients with f%bd intolefancé who as a bractical matfer
can not avoid the offending fooqs, they support the use of allergenic
extracts of foods in ameliorating and preventing a variety of conditions
which they believe are caused bj food. Examples of these conditions as
described in their documen;atio; incl&de otitis media,rhyberkinetic
syndrome in chilaren, behavibraf abnormalities, asthma, milk
intolerance, headaches, and larypgeal edema.

It was noted by the Panel'tbat most of the discussions by the
speakers from the three'societie? and the written material they supplied
to the Panel had to do with téchgiques employed by some physicians 1in
their medical practices but did %bt represent evidence from studies
supporting allergenic extracts a? made and labeled commercially and as
under review by the Panel. Seve% of these references were on “environ-

mentally triggered” conditions uﬁrelatéd to allergenic extracts of foods

|

|

| . ]

t : : :
|

|
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and unrelated to.any topic.within the charge to the Paneli 'Eighc references
were on mechanisms involved none of which contained evidence of an
Timmunological relationship beteeen a specific food extract end its
labeled use in treatment. Three of the references were commentaries on
other reviews of the use oflfood entractet) Several other references
contained reports of case histories‘or testimonials of individual physicians
.rather than controlled studies. The few articles that were in some .
mannervreferred to as‘reporting controlled etudies did ot contain
”information demonstrating that any specific,vwell-characterized food
extract being reviewed by the Panel 1s safe and effective for use in
immunotherapy as labeled by the mannfacturers.q

The Panel's charge is toconsidertheevidence pertaining to the.
approved labeled indications °f;3}lsrgéqic,%*9€eCE§- "Neutralization"
;.Gteﬁfmentref:fesd intolerances, following ‘provoeation” testing.ls a0
unapproved use of these products. The Panel has nevercheless. conaidered

approved indications of food extacts for IgE-mediated.allergy... .

The evidence submitted does nof. purport, to prowe fthe effectivenessiof
_food extracts for the immunotherapy. of IgE-mediated.allergy. .In.some
instances the data did not even relate to allergenic extracts or to

an immunological relationship between a food extract and its labeled.use.
The material suhmitted by the three societies therefore does not

alter the Panel's conclusion that food eatracts should be placed in

Category ITI for immunotherapy.
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TABLE 14

e
k-

Food Extracts Recommended for Category I for Skin Test Diagnosisl/
Abalone: Haliotidae species

Alfalfa leaves: Medicago sativa

Allspice: Pimenta officinalis

"(Almond: Prunus amygdalus)

Anchovy: Engraulis encrasicholus

Anise: Pimpinglla anisum

Anise seed

(Apple: Malus pumila)

Apricot: Prunus armeniaca

Arrowroot: Maranta arundinacea

Artichoke: Cynara scolymus

(Asparagus: Asparagus officinalis)

(Avocado: Persea americana)

(Banana: Musa paradisiaca sapientum)

(Barley: Hordeum vulgare)

Barracuda: Sphraena barracuda

Basil: (Clinopodium vulgare

Bass
Bass, Black: Micropterus species
Bass, Florida red

Bay leaf: Laurus nobilis

Bean, broad: Vicia faba

}/ Extracts in parenthesis were in Category 1 for skin test diagnosis
in the original panel report.
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TABLE: 14==con.
. 5

- Food Extracts Recommended for Category I ‘for Skin Test Diagnosis

Bean, castor

Bean kidney, red kidney: Phaseolus vulgaris

Bean, kola

Bean, lima: Phaseolus limensis

Bean, mung

Bean, navy

(Bean, pinto)

(Bean, string/green
Bean, string/wax

Bean, yellow/wax

Beechnut: Fagus sylvatica
Beef meat: Bos species

Beet: Beta vulgaris

- Beet, sugar, vegetable

Blackberry: Rubus occidentalis

Black—eyed pea: Vigna sinensis

Blueberry: Vaccinium corymbosum, pennsylvaqgtum‘

or other species

(Blue fish: Pomatomus salﬁatrix)

Boysenberry: Rubus ursinatus loganobaccus’

-Brains, calves

(Brazil nut: Bertholletia excelsa)
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TABLE 1l4--con,
Food Extracts Recommended for Category 1 for Skin Test Diagnosis

Broccoli: Brassica oleracea italica

Brussel sprouts: Brassica oleracea gemmifera

(Buckwheat: Fagopyrum sagittatum)

Cabbage: Brasaica oleracea capitata

(Cacao, whole bean: Theobroma cacao)

(Cantaloupe: Cucumis melo cantalupensis)

Caraway seed: Carum carvi

Cardamom: FElettarla cardamomum

-
(Carp, Cyprinus corpio)

Carrot: Daucus carota

(Casein)

(Cashew nut: Anacardium occidentale)

Catfish
Catfish, bullhead
Catfish, channel

Cauliflower: Brassica oleracea botrytis

Celery, Apium graveolus

Chard: Beta vulgarls cicla

Cherry

Cherry, bing: Prunus avium

Cherry, choke

Cherry, red sour: Prunus cerasus

" (Chestnut: Castanea dentata
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TABLE 19-—con.'
Food Extracts Recommended for Categptyrl Eor Skin Test Diagnosis

Chicken meat: Gallus gallus

Chicle

Chicory: Chichorium intybus

Chili pepper.

Chives: Allium schoenoprasum

Cinnamon: Cinnamomum zeylanicum

Citron: Citrus medica

(Clams, hard shell = Venus mercenaria

. soft shell - Mya arenaria)

Cloves: 'Caryophyllus aromaticus

Coconut: Cocos nucifera

(Codfish: Gadus callariué

Collards: Brassica oleracea acephala

Coffee: Coffea arablca (roasted bean)

(Corn: Zea mays)

(Corn, sweet: Zea mays saccharata)

(Cotton seed: Gossypium species seed)
(Crab: Crustacea species)

Cranberry: Vaccinium macrocarpon

Crappie: Pomoxis species

Crawfish: Cambarus virilis and bartoni

Croaker
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TABLE l4--con.

, : 2 _
Food Extracts Recommended for Category I for Skin Test Diagnosis

Cucumber: Cucumis sativus

Cumin seed: Cuminum cyminum

Currants: Ribes species

Currant, Red: Ribes rubrum

Dandelion leaf: Taraxacum officinale

Date: Phoenix dactylifera

Dill: Anethum graveolens

Dill seed or leaves

Duck meat: Anas platyrhynchos

(Egg, white: (Chicken, Gallus galluse))
(Egg, whole)
Egg, yolk

Eggplant: Solanum melongena

Elk meat: Cervus canadensis

Endive: Cichorium endivia

Fig: Ficus carica

Filbert nut (Hazelnut): Corylus species
Fish, white

(Flounder)

Frog meat: Rana species

(Garbanzo (chick-pea; Cicer arietinum)

Garlic: Allium sativa

Ginger: iZingiber officinale
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‘TABLﬁ'iA-—con.i
Food Extracts Récommgnded‘for:éafé%d;y I for Skin Tegt Diagnosis
Goat meat: Qgéigiépeéiéé -
Goose meat

Gooseberry: FRibes hirtellum

(Grape: Vitis specles)

(Grape, concord: Vitis labrusca)

(Grape, Rieber: Vitis vinifera)
(Grape, tokay)

(Grape,.white)

(Grape, white seedless)

Grapefruit: Citrus paradisi

(Gum, acacia: AcaciaQsenegai)

(Gum, karaya)
Gum, chicle

(Gum, tragacanth:. Astragalus species)

Haddock: Melanogrammus aeglefinus

Halibut: Hippoglossus speciles

Herring: Clupea species
Hickory nut: Carya species
(Hops: Humulus species)

Horseradish: Armoracia rusticana
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TABLE l4=-—con.

.

Food Extracts Recommended for Category I for Skin Test Diagnosis

Huckleberry: Gaylussacia baccata

Juniper berry: Juniperus communis

Kale: Brassica oleracea acephala

Kohlrabi: Brassica oleracea caulorapa

Kola nut: Cola acuminata

(Lactalbumin, alpha, cow)
(Lactoglobulin, beta, cow)
Lamb (sheep) meat: Oris vigrei

Leek: Allium porrum

Lemon: Citrus limonia

Lentil: Lens culinaris

Lettuce: Lactuca sativa capitata (iceberg)

Lettuce leaf: Lactuca sativa crispa (leaf)

Licorice: Glycyrrhiza glabra

Lime: Citrus aurantifolia

Liver, beef
Liver, chicken
Liver, pork

Lobster: Homarus americanus

Loganberry: Rubus ursinus loganobaccus

Mace: Myristica fragrans

(Mackerel: Scombér scombrus)
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Pood Extracts Recommended for Category I for Skin Test Diagnosis
Malt

(Mango: Mangifera indica)

Maple, syrup/sugar: Acer saccharum

Marjoram: Majorana hortensis

(Melon, honeydew)
(Milk, cow's (whole): Bos species milk)
Milk, goat's: (Capra species milk

Millet grain

Mulletﬁ Mugil céphalus
Mulberry, red: Morus rubra
Mulberry, black: Morus rigra

Mushroom: Basidiomycetes (with speciesvdefined).

Mustard greens: ‘Brassica juncea

Mustard seed: Brassica hirta

Nectarine: Prunums persica

Nutmeg: Myristica fragrans

Oat, whole ground: Avena sativa

Okra: Hibiscus esculentus

Olive, black: Olea europaea - ripe

Olive, green: OQOlea europaea — green
Onion: Allium cepa vérieties

(Orange: Citrus sinensis)

Oregano:  Origanum vulgare




i,

-82=
TABLE l4=-—con.
Food Extracts Recomﬁended for Category 1 For Skin Test Diagnosis

(0yster: Ostrea virginica)

Oyster plant/salsify: Tragopogon porrifolius

Papaya: Carica papaya

Paprika: Capsicum annuum

Parsley: Petroselinum cirspum

Parsnip: Pastinaca sativa

Pea, black eyed

(Pea, green English: Pisum sativum)

(Peach: Prunum persica)

(Peanut: Arachis hypogaea)

(Pear: Pyrus communis)

(Pecan: Carava illinoensis)

Pepper, black: Piper nigrum

Pepper, Cayenne: Capsicum annuum

‘Pepper, green: (Capsicum frutescens

Pepper, sweet: Capsicum frutescens

Peppermint:v Mentha piperita

(Perch: Perca flavéscens)

(Perch, lake)
(Perch, sea)

Persimmon: Diospyros virginia

Pheasant: Phasianus torguatas
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TABLE l4=~con.
: Food;Extraéts-ReCOmméndediforACategorywI!EBr'Skin‘Test Diagnosis
Pigeon (squab): Columbidae species
Pickerel: Esox species

Pike: Esox lucius

Pike, walleye: Perca

Pimento: Pimenta officinalis

(Pineapple: Ananas comosus)

Pistachio nut: Pistacla vera

Plum: Prunus domestica
Plum, blue
Plum, red

Poke greens: Phytblacca americana

Pollock

Pomegranate: Punica granatum

Pompano: Trachinotus carolinus

Poppy seed: PapaVer somniferum
Pork

(Potato, red Irish: Solanum tuberosum)

Potato, sweet: Ipomoea batatas

(Potato, white Irish: Solanum tuberosﬁm)

- Prune, fresh

Psyllium seed: Plantago pysllium

Pumpkin: Cucurbita pépor

Quail: Colinus virginianus
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TABLE 14--con.
Food Extracts Recommended for Category 1 ﬁpr Skin Test Diagnosis

Quince: Cydonia oblonga

Quince seed
Rabbit: Lepus species

Radish: Raphanus sativus

Raspberry: Rubus species

Raspberry, black: Rubus ocecidentalis

Raspberry, red: Rubus idaeus

Red snapper: Lutjanus campechanus

Rhubarb: Rheum rhaponticum

(Rice: Oryza sativa)

Rice, wild

Rosemary: Rosmarinus officinalis

Rutabaga: Brassica napobrassica

Rye: Secale cereale

Safflower seed:b Carthamus tinctorius

Sage: Salvia officinalis

- (Salmon: Oncorhynchus species)

Sardine: Sardina pilchardus

Savory: Saturela hortensis

(Scallops: Pecten irradians)

(Sesame seed: Sesamum indicum)

(Shad: Alosa sapidissima)




. TABLE; l4==con.
»:FoogiEXtIéctBﬁRéﬁomméndedifogﬁcategbryﬁi_gPr“Skianést,Diaknbﬁis

(Shrimp: Peneus setiferus)

Smelt: Osmerus mordax

Snail: Helicidae species

(Sole: Achirus fasciatus)

Sorghum: Sorghum vulgare species

(Soybean: Glycine max)

Spearmint: Mentha spicata

(Spinach: Spinacea oleracea)

Squash, acorn

Squash, banana

Squash, summer

Squaéh, tomato.

Squash, .turnip

Squash, water cress

Squash, zucchini (Italian)
Squirrel: Sciurus species
Strawberry: Fragaria species

Sunfish (bluegill): Lepomis species

‘Sunflower seed: Helianthus species

Swiss ghard: Beta vulgaris cicla

Swordfish: 'Xiphias gladius

(Tangerine: Citrus nobilis)

Tapioca: Manihot esculenta




~-86~
TABLE lh-—con.
Food Extracts Recommended for Category I for Skin Test Diagnosis

Tea: Thea sinensis (if variety is defined)

Thyme: Thymus vulgaris

(Tomato: Lycopersicon esculentum)

Trout: Salvelinus (if specles is defined)

Trout, Gulf or speckled

Trout, lake: Salvelinus namaycush

Trout, rainbow: Salmo irideus

Tuna: Thunnus species

Turkey (meat): Agriocharis ocellata

Turmeric: Curcuma longa

Tufnip: Brassica rapa

Turnip greens

Vanilla bean: Vanilla planifolia

Venison (deer): Odocoileus species

(Walnut, black: Juglans nigra)

(Walnut, English: Juglans regia)

Watercress: Lepidium sativum

(Watermelon: Citrullus vulgaris)
(Wheat, whole: .Triticum speciles)

Whitefish: Corégonus clupeiformis_'

Whiting: Merlangus merlangus

Yam: Dioscorea alata

Yeast, Bakers' (if species is defined)

- Yeast, Distillers' (if species is defined)




CTABLE 1S T T8 _
Food Extracts Recommended for Cétegory‘IT*fbfiékfh”TéétQDiagﬁosisi!
Beef heart

Codliver

Grapefruit peel

Pepper, black/white: Piper nigrum

1 ' R S R

= This table does not include food extracts which were in Category IIIB
in the original panel report.
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1. ALUM-PRECIPITATED ALLERGENIC EXTRACTS
Alum-precipitated allergenic extracts an; adjuvants were discussed
extensively in the original ‘Panel report. In addition to the conclu~
sions in that.report more recent information onvthe posaible role of
aluminum in dementia has been reviewed during meetings of the Panel.
McLachlan and DeBoni;(McLachlan, D. R. and V. DeBoni "Aluminum in Human

Brain:Disease - An'Overview, Neurotoxicologx, 1 3-16 1980)‘reviewed

the role of aluminum in brain disease, examining the circumstantial
evidence implicating aluminum as a possible cytotoxic factor in pro-
cesses associated with neurofibrillary degeneration of the Alzheimer
type. They emphasized that at least two important areas require inten-
slve further investigation: the biological state of aluminum within the
nucleus andhthe chemical{identifiéation of the polypeptide subunits of
the Alzheimervpaired helical filaments.v There seems no doubt that
aluminum occurs in elevated concentration in afnumher of abnormal brain
cohdifidné;-h%wévéfﬂ'the'éfiticai'&nééii&nfbfdéﬁééhéffft‘iéiﬁaéﬁogenetic
or the result of disease remains-unansuered. a | |

Although higher hrain levels of aluminum in patients have been
associated with dementia, evidence of its causal relationship is still
circumstantial and the Panel did not find sufficiently compelling
evidence to recommend a change in the permitted levels of aluminum in
allergenic extracts. However, the Panel recommends that the labeling of
alum-precipitated allergenic extracts should include a warning,that they

should not be used in patients with Alzheimer's disease, Down's Syn-—

drome or renal impairment.
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ThevPane1 has reviewed efidence dealing g{th ﬁhevﬁse of aluminum-
cont;ining.adjuvants in immunotherapy for alle;gic disease.v In some
instances, immunological and clinical evidence reviewed in the original
Panel report suggests results comparable to those following the use of
aqueous extracts. The margin of difference is not great and falls far
short of the enhancing effect which might be éxpected from the larger
nominal doses of extract that can be administered with alum. Never—
theless, the principle embraced by adjuvant therapy is sound and its

>

further development should be encouraged.

Alum—precipitated Allergenic extracts, (Center-Al™), Center

Laboratories, Inc., Port Washington, New York. These alum—~precipitated
allergenic extracts are prepar;d from aqueous extracts by formation of
an aluminum hydroxide precipitated complex. They are licensed for use

- in immunotherapy only. The conclusions and recommendations of the
original Panel report concerning comparable safety and efficacy remain
unchanged. However, on further review by the Panel, the data still do
not support conclusively the claims of clinical or immunological superi-
ority of Center—Al over agueous allergenic'extraCts. The Panel there~
fore recommends that each alum-precipitated allergenic product for which
Center Laboratories, Inc., is licensed. be placed in the same generic
categdry~as the corresponding aqueous product.

Alkaline—pyridine extracted alum—precipitated allergenic extracts

(Allpyral™), Dome Laboratories,'Divisibn of Miles Laboratory, West

Haven, Connecticut. Allpyral™ products are prepared from nondefatted

source materials by an alkaline extraction procedure employing pyri-

dine. Comments made earlier about the safety of alum-precipitated'
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vwextracts apply as. well to . Allpyral extracts.j In addition, special
consideration ought to be ‘given to the safety and particularly the -
:;gﬁfectiveness of  these al;ergdrallergens although;vbasﬁnvon unebnt;olled
«clinical observations, there appears to be at least no greater risk to
their wyge in therapy than to the use of the qorgesponding aqueous-aller-
genic :extracts. After 30 years of enperience.withknvetﬂzoo»million :
doses. .of Allpyral extracts, there 418 to date no clinical evidence to
suggest an. increased inecidence:. of -oncogenic or neuropathic conditions
among the patients receiving this formgofntreatmen: as: noted . in the
previous Panel report. . .
_Datar@nweffe@&ivenespﬁwere-revigwed'in3£h¢ Pang;}s original report.
Morg;rgcently-the-immunogenicitytofvAllpyral"gnass,pollen:exﬁracc:'
(containing -both orchard and timothy) was tested in Sweden (by Drs. Lars
Belin;and Kjgllmprvan.Pegeloy).paA*report,ofﬂthiSﬁstudy;Gprovided"by
Dome. Laboratories:) revealed ‘vt:hg,r ceffect of treatment on 4’0..pati:i,en-.txs;
during a 3-year course of treatménn;r Spenifip.IgE antibodyrleve15hrose
~initially and later -fell, and&specific IgGaantibody-levéls increased
during and fell following treatment. 3This~suggest5»£hét.this Ailpyral
gﬁass=extragt.is-immundgenic,in:ailergic patients-
_:Jn,theﬁEanglﬁs:origiﬂal;reporty;evidence was reviewedzforfﬁiyea
Allpyral gtass'pollen—extﬁacts3 the allérgépibity;ofnwhich:wasfapparr-

,epﬁlyuQOt_@égﬁrQYﬁd*byvth@,plkg;ige;nz;iﬂigsyezt;gg;ignwgpqqgs§gg These

were; onchard. (cocksfaot)y thmothy, meadow fescue; perennial ‘Tye, -4nd .
"Vélveﬁe(YQrkShireafog)--»Allpyral-extraCEs»oﬁ these five grass pollens
are récqmmendeduforrCategory,I, ~-8imilar evidence is not available: for

other. Allpyral pollen,.mold; dust or animal extracts.
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The Panel's original report recommended that Allpyral™ short rag-

weed poilen extract should be placed in Categ;ry iIIB, because the bulk
of the evidence available at thaﬁ time suggested that this extract was
not effective. With.the demonstrated loss of antigen E of short ragweed
by the alkaline-pyridine extraction process, there is the éoncern that
activemantigens in other pollens; moids, etc, might;likewisé bé des~
troyed in.the preparaﬁion of theif resﬁective Allp{ral products. How-
ever, since‘these active ffactions have not been ihentified for most
ailergens, itvis difficult to be sure whether they are afféctéd by the
Allpyrallprocess or not. Aithough patients receiving Allpyrallhave |
generally been reported toihave been improved, there 1s inadeqdage
evidence to put these preparations into the same category a; their
aqueous counterparts. The Panel recommends that fhe remaining Allpyral

extracts be placed in Category II unless new evidence is furnished that

the allergens are not destroyed in the extraction process.
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Considering the almost universal susceptfbility of man to contact

:dermatitis given sufficient exposure to chemical and plant organic‘
'compounds, it is recommended the Category IIIA plant oleoresin ex-
‘tracts currently available for patch testing be placed in Categoty

I and made available for clinical diagnosis.

On the other hand, oral immunotherapy has only been tested and

proven to be effective for a urushiol standardized preparation. Ex—

tracts of poison ivy and poison oak should be placed into Category 1

‘for oral immunotherapy if the conditions in the original Panel report

are met that is, if the product is shown to contain an adequate amount
of urushiol and an effective dosage schedule is substantiated hy appro—
priate effectiveness data. It is recommended that all other oral

oleoresin products be placed in Category II. (Injectable poison ivy,

/oak and sumac extracts for use in immunotherapy were in Category IIIB

R S R RS T A A

in the original Panel report )
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K. BACTERIAL VACCINE AND BACTERIAL ANTIGENS

: R . K
WITH NO U.S. STANDARD OF POTENCY

The Federal Register Novémbet 8, 1977 (42 FR 58266), summarizgd thé
Panel on Review of Bacterial Qaccines and Antigens with No U.S. Standard
of Pétency Report and the FDA's responeé. The finalvcrdet was published
January 5, 1979 (44 FR'1544).— |

CutterrLabor;tories, Holliétereéﬁie:-Diftaion;s Mixed~Réaﬁi;atory
Bacterial Vaccine (MRV) (licensed as gPolyvalént Bactérial V;ccines with
No U.S. Standard of Potency”) which was‘in Category IIIA has»continﬁed
to be offered for sale and was assigned to this Panel for reclassi-
fication. As stated on page‘$8317 in the Nowvember 8, 1977 notice, the
Category IIIA products could “"remain on the market and their liéenseé
remainfin effect on an interim basis provided ;ha;: (1) group A streﬁ&dé
goccal orgaﬁisms and thelr derivatives, where present, are removed, and
(2) satisfactory potency standards are developed and'acceppahle stand-
ards are developed and acceptable data based on scientifically*soghd
studies (as recommended in the panel report) be submitted to demongtrate
efficacy in humans."” |

Although the manufacturer removed the group A streptococcal orga—
nisms and began some preliminéry studles for MRV,'since'197Z‘there.hasr
been no beﬁter definition of indications for the use of this product.
Neither are there recognizable criteria qu selection of patiémts or
dosage. No double-blinded controlled studies have been performed or

even started since the Panel made its recommendations in 1977.
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Vimmunotherapy.

With no demonstrated effectiveness, the Eﬁnel with one dissenting

vote recommends that Cutter Laboratories, Polyvalent Bacterial Vaccines

'with No U S. Standard of Potency be reclassified from Pategory IIIA to

Category II. One Panel member recommends Category I for diagnosis

and immunotherapy because in his experience a rare patient will react

with an immediate skin teet response and seemingly will benefit from




