147

Kekkaku Vol.50, No.6

= e
fil A PPD ®L 5 o F3{fi iz >\ T

ook B R MO O
b AR = =% B B

[ T35 i AV B RS T
Zft @mS0%E 18 298

POTENCY OF A NEW TYPE OF PPD PREPARATION FOR SINGLE DOSE

Tohru TOKUNAGA*, Tetsuro KATAOKA, Saburo YAMAMOTO
and Toyoho MUROHASHI
(Received for publication January 29, 1975)

Social needs for a single dose preparation of purified protein derivative (PPD) have been in-
creasing year by year in the fields of surveillance for tuberculosis and of cancer immunotherapy.
For the purpose of meeting these requests, the authors examined a new type of PPD preparation
that was developed recently by the Japan BCG Laboratory and named “PPD Disposable (one
dose)”.

Potency test was carried out in sensitized guinea pigs and human subjects according to the
method described in the Minimum Requirement of Biological Products published by the Ministry
of Health and Welfare, Japanese Government in 1973. As shown in Tables 1 and 2 in the text,
difference in the potency between the test PPD and the standard PPD was statistically insignificant
(p=0.01) in both animal and human subjects.

The potencies of 10 lots of the PPD preparations were examined in sensitized guinea pigs
comparing with the standard PPD. As shown in Table 3, the difference among them was not
significant from each other with p=0.01. Quantitative analysis on the amount of lactose distributed
into the each preparation and lyophilized and on the moisture content of the final products were
performed. No significant difference among the values obtained was found.

At 30 and 60 minutes after dissolving the test PPD, potency test was carried out by using
sensitized guinea pigs. The results obtained are shown in Table 4, indicating that the decline of
the potency was not significant even 60 minutes after the dissolving.

When the procedures of sucking up the buffer solution to dissolve the test PPD were incorrectly
or carelessly carried out, the skin reaction sizes reduced than those elicited by the standard PPD.

The aluminum foils sealed hermetically the single dose PPD preparations were intensionally
broken and the PPD preparations that became wet within 2 days by absorbing atomospheric
moisture were picked up, and potency test of these preparations were carried out by using guinea
pigs, and no significant decline of the potency was demonstrated.

The single dose PPD preparation can be used conveniently and effectively in the daily prac-

tice, provided that the directions for use are kept correctly.

* From the Department of Tuberculosis, National Institute of Health 2-10-35, Kamiosaki, Shina-
gawa-ku, Tokyo 141 Japan.
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Table 1. Potency Test of the Single Dose PPD
in Sensitized Guinea Pigs

20 15.98 16.20

| Reaction Difference
TI\?St I\ic;}nti)fletfst j size(mm): between t-test
o | ‘ |
- employed =~ S* [T (Slrsridser.)F
‘ ‘
0.042+ | NS***
1 1 12 15.63 15.67 °"""0°917 (5=0.01)
0 | 0.225+ NS
\

0.752 (p=0.01)

*S : Standard PPD (0.05 »g)
*T : Test PPD
*#:NS : Not significant

Table 2. Potency Test of the Single Dose PPD
in Tuberculin-Positive Human Subjects

Reaction I Difference |

Test l\ic;}n(gletsm _size (mm) between o
group[ used gx  Tex S and T i es

| (mm=£S.D)

| i

‘ - . —0.608 | NS***

i 3 | +0.335 ‘NS

2 85 15.07 15.41 U200 (p0.01)

1+2 | 122 15.12 15.18 T0:049 NS

+£1.557 (p=0.01)

*S : Standard PPD (0.05 #g)
*#*T : Test PPD
*#*NS : Not significant
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Table 3. Potency Test of 10 Different Preparations

of Single Dose PPD in Sensitized Guinea

Pigs
‘ No. of Difference Mean
Lot No. samples | between Square
used S and T* (mm=S.D.) (u2)
SSP 23| 20 | —0.05+0.52 0.287
no24l  n —0.15+0.75 0.582
n 25 n +0.3040.73 0.563
n o 26 ” +0.03+0.70 0.513
n o 27 1 +0.08+0.75 0.586
n 28 n —0.13+0.82 0.707
n 29 " +0.20+0.62 0.405
rn 30 n | +0.20+0.66 0.458
m 31y » | +0.18+0.76 0.613
" 32 "o +0.1540.73 0.555

*S : Standard PPD (0.05 ¢g)
T : Test PPD

Table 4. Potency Test at Various Time Intervals
after Dissolving the Single Dose PPD in
Sensitized Guinea Pigs

Time qfter No. of Dggiﬂig;e
dissolving |samples S and T* t-test
(min) tested (mm=S.D.)
0 | 12 |+0.20840.782| NS**(p=0.01)
30 12 | +40.042+0.532| NS (p=0.01)
60 12 —0.083+0.557| NS (p=0.01)

*S : Standard PPD (0.05 #g)
T : Test PPD
**NS : Not significant
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ML EREBSZ LI TERMLDA, Ll ol

Table 5. Decline of the Potency of the Single Dose PPD Preparations Dissolved

with An incorrect Procedure

. . No. of Mean reaction size (mm) Difference
rl?rxszggg;g samples ‘ between t-test
used : S* S and T(mm=S.D.)
-i. T y
Correct 12 | 15.63 15.67 4+0.04240.917 | NS**(p=0.01)
Incorrect*** 12 : 15.20 w 14.00 —1.208+1.076 Sig**(»=0.01)

*S : Standard PPD (0.05 »g)
T : Test PPD

**NS : Not significant
Sig : Significant

**The single dose PPD preparations were dissolved intentionally with an incorrect technique against

the rule. See the details in the text.
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Table 6. Potency Test of the Single Dose PPD Became
Wet with Atomospheric Moisture because
of Giving Damage onto Hermetical Seal of
the Aluminum Foil

PPD | No. of samples Mean reaction size
' employed (mm=S.D.)
Complete* i 8 16.31+0.97
Wet 1%% | 16 16.27+0.71
Wet 2%+ | 16 . 16.08+1.05
Standard i 8 16.25+0.97

*The single dose PPD preserved in the complete form.

**The single dose PPD the seals of which were damaged

and had left at room temperature for 2 days: the form

of the lyophilized powder within the needls had been
changed by moisturing.

***The same PPD described above; no lyophilized powder
within the needles had been observable because of
wetting.
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