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Ph.Eur. 2.9.47.

Detaited view of .

G8A7

Lmmionstrotion of uniformity of dosage uwts using
arge soraple shhes (2.9.67.5

. g2 des pré
¢ unigeses B sarty ddonsetiings de qrande taite
29.47.) -

Ph.Eur.2.9.47.O0NE

+ Compliance with chapter 2.9.40. Uniformity of dosage
units can be demonstrated by the following procedure,
when large samples (sample size n = 100) are
evaluated. Application of this chapter does not
constitute a mandatory requirement. It presents two
alternative tests (Alternative | and Alternative I1).
Fulfilling the requirements of either of the two
alternatives is considered as evidence that the
medicinal product tested complies with general chapter
2.9.40.. The two alternatives are considered equivalent
in their demonstration of compliance with general
chapter 2.9.40..

Ph.Eur.2.9.47.MAlternative |
(parametric)

ijféwcs

Table 2947 -1, - Acceprabitity constant (%3 and Acceptable number of dosage wnits with @
content eurside (1 1.2 x G018 (= ¢2) for a gives somple size n.
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FEEMAHOREIE
Ph.Eur.2.9.47. Alternative 1

2.9.47. OOCHIERTTIH L &%

Final

S 7
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o Sns b 0

Fagi a sample size n = 500, the
pripbability to pass the criteria
ofjAlternative 1 for long-tailed
arfl bimodal batches,

rejjpectively, is compared with :
thi OC curve for the normal sy e
digtributed batch. —

SFERGHOEE
Ph.Eur.2.9.47. Alternative 2

Effect of bimodal- and the long-tailed distributions
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FDA(Yi Tsong)DIRE T BUDURER

| o Parametric Two-sided Tolerance Interval (PTSTI)
IFiRas EEZDNDHIERLET, MEHICEUROES
BEETRDIESMHELRNDT, ¥2alb—2arTEEL, #
EIZAWSREKEESH TS, coverage®87.5% EE<HTE,
- FAFUDU1E k=24 . 2B Bk=2.0
- PTSTL 1EBk=2.99, 2B Hk=2.06

o Parametric Two One-sided Tolerance Intervals
(PTOSTI)
FAMMUDURER A (JP16) D&t BERER L EARYICIZ R Uk (r BlEF
REFER)EERIZLTIVS, coveragez93.75%EEm<HRELT
L3, (FAFIUDUIEcoverageld#980% CERE)
« AFIUDU;1EBk=24 . 2EBk=2.0
. PTOSTI, 1EHK=3.12, 2[HHk=2.16
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Eé)\grjge:)‘ait&l:lfzu‘:ﬂ"}l‘@qlf'%-ﬂS%Wﬂ)ﬁ’éﬁlﬂ)r’j&)éﬁﬁ’o (&
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EM ~Xlrks 5150

Lt §5.0%% Limi =118.0%

ks, sy

" FDA(Yi Tsong)Di2R T 2UDURER

Indifference ZoneMEElE

Indifference Zone& &
- mean values < 98.5% M&EM=98.5
 mean values 2101.5%MN&E M=101.5

+ 98.5%< mean values < 101.5% M && M=mean
value

o Zero tolerance outside (75%,125% )M EE 1L
It leads to bias due to multiple comparisons.
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USPO M 1

IMethods for Measuring Uniformity in USP

(STIMULI TO THE REVISION PROCESS )

Hauck W. W., DeStefano A. J., Tyle p., Williams R. L. Methods for Measuring
Uniformity in USP. Pharmacopeial Forum. 2012; 38(6).

e Six questions,
Does the result apply to the sample or the batch?
What is meant by Uniformity?

Should we assess within- or between-unit uniformity
for multi-dose containers?

Should the uniformity test be by value or by
attribute?

Should a zero-tolerance criterion be included?
How many stages (tiers)?

oo A W=

USPOEIm2

iMethods for Measuring Uniformity in USP

(STIMULI TO THE REVISION PROCESS )

Hauck W. W., DeStefano A. J., Tyle p., Williams R. L. Methods for Measuring
Uniformity in USP. Pharmacopeial Forum. 2012; 38(6).

e USP is considering creating two new above-
1000 (i.e., for information only) general chapters.

1. The first chapter would address how to set batch
release specifications to ensure a high probability of
meeting a USP uniformity standard when tested.

2. The second chapter would present methods for
testing uniformity in large sample sizes.
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