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42USC 263
Sec. 352, (aXb) Preparstion of Biological Products by the
Service

The Service may prepsre and distribute any product
described ia Sec 351,

Pancl on Review of Allargenic Products
Final Report 13 Mar 81

The Pancl, thercfore, has recommended that the large

proportion of these preparations be reined on the market

and made available for continued use pending adequate
izati urther investigation to d th

effectivencss.

Properties of Bioassay

m Potency
m Composition
® Assignment of Units

Relative Potency
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Properties of Acceptable Dose-
Response Line

& Clinical Criteria Statistical Criteria
® 4 Serial Dilutions

® Graded Erythema r> 0.92

m  ZE Brackets 50mm Slope > 13

(includes end-point)

ELISA: In Vitro vs In Vivo
Estimate of Relative Potency

Ambal:In Vivo vs In Vitro
Relative Potency

Y24+ 1100° K A = 568, 4<0.001
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Accuracy and Precision of Parallel-
Line Bioassay

m 95% Limits of RP (%Reference)*
65.7-152.2

® 99% UL of SD of Mean Log RP*
0.76

*N=4

~ Methods of Allergenic Products Testing
Laboratory (Nov. 1994)

Major Allergen

® Relative potency based on
major allergen content is
gredictive of relative potency
ased on parallel-line skin
test

FKel d 1: In Vivo vs In Vitro

Relative Potency
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“Major Allergew’” - Misnomer

Derp 1

a
ST T T PRI 1R TR

Conunitiee June 1986,
2.Der p | sccounis far a negligible percent of the overall
allergenic aciivily of D. pieronyssious JACT 1988; 81884,

3. “Major allcrgea™ content k hot @ mearury of aversl
allergenk activily, Lawentein In Allcrgens snd Allergen
Twmmnotherapy, 2nd ed, 1999, Marcel Dekker, p312.

4. In sudy w0 determolne aptiom! dose of Der p 1 for
Inwmmotherapy, methods wction mdicates “wtel allergenic
activily was nwami red hy RAST Inbhitlow” wot Der p 1.
Huugaard, JACT 1993;91:709,

5.1n suudy 10 assess o D. peronyslnus wille extracts,
Derp | content Il off rapidly while the potency asmy based ou
RE glndhg using ELISA Inhbitlon showed wo sign Kicant
decreane at ronm emperature. Annsle Al Asthrm Imnusol
1998 86:177

Compositional Differences:

Cat Pelt vs Cat Hair
RetatimrPotercy- 9t Refererce——
PLST
Extract Feldl Serum- Serum+
Cat Pelt [100] [100] [100]
Cat Hair 127 132 16

= CatPelt 113 Feld 1 Ufml
~ CatHalr 150Feld1 Uiml
- CatSerum- Fel d 1 reactor

Compositional Differences

W Interpatient variability of
RP exceeds upper limit
seen with identical extracts

m  Relative Potency is patient dependent

Assignment of Units

B Arbitrary 100,000 IU/ml
B Arbitrary 100,000 AU/ml
m Biologically Based Units

Assignment of Biologically
Equivalent Allergy Units (BAU)
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Proficiency Assessment of Mean
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95% Limits of Mean Dg*
Histamine base (mg/ml)
01 18
3.5-4.5

5359

99% UL of SD of MeanD,*
1.01

*Ned
* Methods of the Allrgenic Products Testing Laboratory




Variability of Mean Dy,

Subject Selection

= Highly Reactive Subjects:
Puncture ZE > 75mm

m Appropriate Allergic
Disease
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(Intradermal Dilution for 50mm sum of Erythema
determines bioequivalent ALergy units)

Percutaneous Reactivity

ARergy Units.
L ve0, 40,000+~ 1, »

§§ o
31w
2 .
B :
- i

[ ) A , b * (]

7”7 W " 3 2 n [} € 5

SENIAL 3-FOLD DALUTION NUMBER FOR SUM OF ERYTHEMA = S0 mm (Ogg)

10,000 BAU/ml
Sum ot Diameters ()
Allergen Erythema Wheal
m Grass 84 15
n Df 78 15
uDp 87 17
u Cat Hair 71 14
m Cat Pelt 77 15
- Bifurcated needle

- Dfand Dp 10,000 AT/ml = 10,00 BAU/m]

Intradermal Dose for 50mm Sum
of Erythema Response (BAU/ml)

m 0.02%

- *3ux100000 BAUMI
S TNt T e $3ex 10,000 BAU/mI T L -

Clinical Research Program Proposats
1. D ! of Dy, for candidatc latex and cock
. Qageing—4mplisabiliiio fui
o

overall allergen sctivity - Proposed.
3. Dexermine whether Buxt of compositional identity are

cligically relcvaat - Propol
4, D of diagnostic and ic safety and
cfficacy of standardized allcrgen vaccines - Proposed.
4. Epidemiologic Studics

4. %d Nutional Health and Nutrition Examination
Survey (NHANES III). Prevaicace of allergic disease,
P y 10 standardized allergens -

ongoiag. -

b..‘Mondily follow i of allergy portion of NHANES
n. onx;:?.s

c. croprevalence: US population - NHANES
IIXCDRH - ongoing.

d. Impact of allergic dizcase oa fertility- ongoing.




