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Standardization of allergenic preparations

C-'Oinments with reference to the second edition of the common Nordic guidelines for registration of

allergenic preparations

A. B..\c;K.MAN, L. Bi':LtN, S. D R K H O R C , R . H A I A X I R S K N , H . - J . MAI.,LINX; & B. WF-HKK*

Twelve years ago. (he Committee lor Allcrsjen perlorined by many .scientists to establish these
Standardization within ihc Nordic As.sociaiion standards has jjroduced much new inlbrmation.
o'i AJlcrtJology first proposed a sy:stcm for Many nianufaciurers were opposed to the
siandardization of allergenic extracts based on firsi edition of the Nordic guidelines published
careful selection ol' raw materials, charactci- in 19B2 lor registration o\ allergenic prepara-
izatiori by CIE-CRIE methods, Inological lions. One contUccing issue was the rtquivemeni
standardi:^ation of in-house standards, and for toxicity sttidies. In the new edition of the
RAST inhibition for conirol of ihe intei-l)atch Nnidic guidelines, which recently appeared*,
viiriiuion in potency. L£itr,r the Nordic t'.nunLil ihis issue has been elarified. Furthermore, the
on Medicine reeommended that thi.s svstem cha[)ier on clinical documentation of allergenic
should be used for documentation oi allergeiiir jJieparations lias been extended and the differ-
preparations intended for registration in the cnce beiween documentation of aDergenie prep-
Nordie countries. arations intended for diagnostic and therapeutic

Since thai lime new knowledge has accunni- use has been pointed out.
Uifcd. The stib-commiuec foi- allergen stan- .A.nothef contioversial part of the lirst edi-
dardi7.atioii widiin the Internaiiona] L'nion oi lion was biological standardizaiion. The aim of
Itnnmnoldgical StxietH's ]ias established Inter- biological standardization was to establish a
national Siandaid }3reparations (IS) of se\en common biological unit tor different t\ pes of
{onnnon inhalant allergens, which are now allergens. A critical point for meaningful bio-
availablc to national authoj-ities, nianufaciurers logical standardization is that patients included
and scientists. They should be used as yard- in the standardizaiif>n procedure are conse-
sticks for national standards and in-house stan- cutive adult patients with inhalant allergy, cli-
dards produced by natiotial agetrcies, allergen aically sensitive to ihe allergen in question,
manufacturers and research laboratories. The attending a university a]lerg\' outpatient clinic,
composition of the IS preparations is well estab- With these criteria for inclusion of test sub-
[ishcd, but iheLr potency is arbitrary. For each jecls. biological standardization in different
standard, the c<jntenl of an ampoule of a stan- parts of Europe have yielded similar results,
dard i.s given the potency )00 000 International

Units (IU), i.e. 500 000 IU/ml when reconsti- '""M,,,,,7X",-7 uf ilK~"c;o,r,miu.. o» AlkrRcn Stand..rdiz.,-
tuted with 1 ml of diluent. The excellent work lion" wiilnn the Notdii Assocauou uf Allergi>lQg\- and
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i.e. the median sensitive paiient in samples
(groups) of 20 test subjcc ts, shovi'cd similar
skin s<-nsiti\ ity.

in the Nordic guidelines, the authorities
prescribed biologica! standardization of both
diagnostic and therapeutic allcrgcnic prepara-
lioiis. Ill the second ediiion the\' provide a
nicrhod for biological standardization by quan-
titative skin pri(k testing, to be complied wiih
by manufacturers. However, it is indicated
that other skin prick test methods shown TO
correlate with the method jjrcscribfd mav also
be used. Results of a siinplr nu-tho(J for bi-
ologica] standardization, including only 4-8
skin prick tesis on ihe forearm of each patient,
has been shown to correlate well with those
obtained with the nris(inal method. Siriularly.
al! other methods suggested in the Nordic gui-
delines may be replaced by other methods,
provided documentation is shown thai results
obtained with ihc methods chosen correlate
with and gi\'e the same inlorriiation as the
proposed method.

It will be diffituh to select patients allerj^e to
tood allergens or to labornrorv animals, who
fulfill the inclusion criteria for biological
standardization. Patients allergic to foods and
small furred animals do not show the- satne
type of sympions, tiie same age distribution
(adults), are not sitiiilarly ex})osed, and their
sensitizaiiori does not show the same time
cotirse as that ol patietits with respiratory
allergy. The romtnonest grouj) of patients sen-
sitive to food allergens is small children, who
often exhibit severe eczema, gastro-intestinal
symptotns and sometimes also rt'Spiratory
symptoms during a short f)eriod of their lives
and then eoine to tolerate the allergen in ques-
tion. Patients allergic to small furred animals
are either children who keep them as pets, or
adults with occupational allergy. For patients
with allergy to small furred animals it is usu-
ally easy to avoid further contact as they are
not as common as dogs, cats, and mites.

• Nordii Couiicii on Midiurif, Rcgisiraiion nf Atl(:rg<-ni
Prcparalioiis. Common Nordic GuidHin(.-.s, NLN Pubii
catitm No. 23, Uppsala 1989.
Addn-ss' Bi.x G07, S -7J1 25 Uppsala, Sweden.

Thus, it is difticult to tind test subjects for
biological standardization of allergt-nic prep-
arations based on loods, small furred animals,
and many other less eominon allt;rgen sources.
We propose that only common airborne ailer-
gens should be standardized in full aciordance
with the Noidie concept, .^ny allergens that
differ (rom common inhalant allergens as re-
gards type ol' exposure, sensitization pattern,
patient' s clinical piri ure and age at onset.,
should be exempted from biological standard-
ization. In Table I we suggest fi\'e allergen
eategories which should be available lor clini-
cal use. It would be a problem if imjjortant
allergens were no longer axailable to clinicians
because {if too rigorous demands for biological
standardizati{.in which are itnpossible tor lab-
oratorie,'^ and nianutacturers to tiieet. As
knowledge about alimentary and less cotnmon
airboine allergens increases, upgrading of low-
er category iilleigens on the proposed eategory
ladder, should be eneouraged.

Only class A should lx' available for immuno-
theiapy. We regard the present method for bi-
ologica] standardization as unfeasible tor
statidardization ot allergens belonging to groups
B. C and E. Potency calibration by R.'VST
inhibition or sitnilar technicjues is suggested
when sera from several sensitized indu'iduals
with spccitle IgF antibodies to the allergen in
question arc available. ,As an alternative, im-
munoblotting, that requires less serum than re-
peated RAST inhibition experiments, can be
used as a means ot setni-quantitative estimation
of the relative potency oi new baiehcs. Thcre-
fore, these should be the preferred techniques
tor uncotiitnoii allergens which art* of ciinieal
importance but difficult to standardize,

Category D, (special extracts), are extraets
produced by research laboratories or by manu-
facturers for scientific purposes. To continue
research regarding the possible role of less well-
known allergens in the environment, extracts of
sueh allergens should be exempted from regis-
tration and allowed to be produced, shipped
and used for diagnostic tests. Finally, at the
discretion of the responsible clinician, fresh
fruits, meat, vegetables, etc., may be used for
skin prick test according to the prick-prick
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meihod for diagnosis of sensitization to food activity, i.e. 1 BU corresponds to approximately
allergens. 1 ng f±50%) of major allergen. Therefore, in

In VIVO testing with biologically standardized the future, determination of major allergen con-
aDergenic pref>arations, provide.s information of lent might be a .suitable method for standard-
great imijortanct- to clinicians, ization of allergen preparations intended for

It has been discussed whether biologieal immunotherapy. i.e. category A, and it would
standardization is a relevant method for soon be possible to use this standardisation
standardization of allergenic preparations ior method for categories B, C and D preparations,
iherapoutic use. The Nordic .guidelines pre- However, based on present knowledge, we do
scribe ihat also therapeutic allergenic prepara- not find it relevant to replaee biologica!
tions should be labelled in BU/ml. Whenever standardization of category A diagnostic ex-
possible, the |)otency also should be gi\'en in tracts with major allergen determination.
International Units (IU/ml). Some in\-estigaiors It hay also been proposed to replace biological
prefer allergen preparations intended for units with units related to the effect of immuno-
iminuiiotherHpy to be standardized with regaid therapy, e.g. a change in skin sensitivity. Such
to tnajor allergen eontent. Recent rej.orts in- a unit might be ot value for standardization of
dicatf a correlation between the content ol the modified allergens, since these allergens cannot
dominating major allergen in preparations oi' be standardized on the basis of their allergenic
common inhalant allergens and (heir biologieal potencx . However, as only limited documenta-

labi.- 1

I'roposvd i>p.-s ot alk-r^^Nis lor hunian u«- unh r\aiii|il^s (:)nl\ -'..:,•;;,„•>• A allri--i,*n prrpar.itinn^ mav b,- iis.-i

iinmuncth.Tapy, |iii,vid.'d tha{ thty art- HI aroi-daiic.- wnh ihr Snydu. I iiiidr-Irn,-, .Mk-rsivn'̂  iiiadc avaJLibli: m clin:
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.lionki !),• miu-Un,'d iivv/r-dnrd or disM.Kvd i.i yhoTo! dilii.-iii
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••^Charancri.uti<m m,.a,,s ,l,at ,h . a,,npo.,tu,n is sUulivd bv b.och.n.K.I n.cthods, K . . proiein a« .ys . dnomu

tiumutanurcr or an IS (and adjusifd lo ;i .suiiabli' sin-nsth).
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tion IS available, this concept mtist be regarded also propose new methods which would allow
as a proposal for the future, as was biological standardization of niodiiled allergenie prepara-
standardization 12 vears ago. tions as well. Future activities must be concen-

In summary, the re\'iscd Nordic guidelines trated on equalizing regulatory control
are a marked siep forward. In combination throughout Europe,
with the International Standards set up by
IUIS and WHO. most common inhalant aller-
gens can be standardized according to the .\ddress:
Nordic guidelines: less common allergens used Ass. Professor Sten Dreborg
i>nly for diagnosis (skin prick test) should be Department of Pediatrics
exempted. At the same time, mamdaeturers Faculty of Health Sciences
should be encouraged io in(iea.se their efforts University Hosf)itai
to standardize these less common allergens; we S-,58] 8,") Linkiiping
propose standardization by molar weight. We Sweden




