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Table 1 Formulation of vaccines

Vaccines PT* FHA? PRN® Fimbrie Dta? Ttd® PV Aluminum salt  A1"
pg/dose pgldose pgl/dose pgldose Type 1 Type of Type 3f mg/dose

A DTaP 25 25 8 25L£° 10L£* Hydroxide 05
B DTaP 10 5 3 5 1515 5Lf Phosphate 0.33
C  DTaP-IPV 25 25 8 25L£F 10L£ 40 8 32 Hydroxide 05
D DTaPIPV 25 25 230I0°  z40IU" 40 8 32 Hydroxide 03
J DTaP 234 234 =15LF =25l Phosphate 0.08

*PT:pertussis toxin

“FHAfilamentous haemagglutinin

“PRN:pertactin

diDtdidiphtheria toxoid

“Ttd:Tetanus toxoid

ril)-antigen units of poliovirus/dose
£ LfLimit of floculation units/dose
"TUInternational Units/dose

Figure Kinetics of interfering effect of acellular pertussis-based combination vaccines

on LAL activity of Bp-L.PS
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Days after adding with endotoxin

DTaP batches A (@), B(A) and Japanese DTaP batches (H), DTaP-IPV batches C(O) and D (A) were
spiked with Bp-LPS at 100 EU/mL and stored to monitor the change in detectable LAL activity at 4 C
for 1 hr, 1, 3, 7 and 15 days. The results of Japanese batches represent weighted means of 5 batches from
5 Japanese manufacturers. Batch A markedly interfered with LAL activity of Bp-LPS, while other

batches showed no effect. Vertical bars represent 95 % confidence intervals of recovery values.
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Table 2 Effect of DTaP vaccines on the activities of LPS

S ! LAL test Pyrogenicity PGE, induction
amples - :
EU/ml 95% C.I.P Delta T (C)° 95% C.I.P EU-equivalent/ml? 95% C.I.b
Saline + LPS? 78.11 ( 67.41 90.50 ) 0.83 ( 0.48 - 1.18 ) 100
Japanese DTaP 003 ( 0.02 0.03 ) 0.05 (-0.01 - 0.11 ) 0.95 ( 0.77 1.17 )
Japanese DTaP + LPS? 141.79 (127.64 - 157.51 ) 1.32 ( 1.04 - 159 ) 153.03 (130.13 - 179.96 )
DTaP batch A 0.05 ( 0.05 0.06 ) 0.24 ( 0.04 - 043 ) 1.87 ( 1.57 2.23 )
DTaP batch A + LPS? 258 ( 2.31 287 ) 0.33 (0.14 - 052 ) 5.71 ( 5.04 6.47 )
? :Kept at 4°C for 1 week after spiking with Bp-LPS at 100 EU/mL
® : 95% confidence interval
¢ Mean of maximum rise in rectal temperature of 6 rabbits during 3 hours
¢ PGE,induction activity calculated in reference to that of Bp-LPS to express as EU-equivalent. The results represent weighted means of7 independent measurements.
Table 3 Effect of DTaP batch A on the activities of LPS
Samoples LAL test Pyrogenicity PGEs induction
P EU/ml 95% C1.° Delta T (C)Y  95% C.L° EU-equivalent/ml® 95% C.L°
Saline + LPS? 75.81  ( 67.57 85.06 ) 1.02 (028 -1.76 ) 100
0.25M PB + LPS? 115.57 (104.99 - 127.22 ) 1.04 (062 -1.46 ) 118.70 ( 56.50 - 249.35 )
(batch A) Sup 0.04 ( 0.02 0.07 ) N.D N.D
(batch A + LPS) Sup® 0.03 ( 0.02 0.04 ) N.D 2.20 ( 1.62 2.97 )
(batch A) Sup + LPS° 15.95 ( 14.20 17.91 ) 0.88 ( 0.09 -1.68 ) 82.76 ( 54.40 - 125.88 )
(batch A + LPS) ppt + 0.25M PB* 38.52 ( 35.19 42.16 ) 0.77 (040 -1.15) 17.05 ( 11.19 25.98 )

" :Kept at 4°C for 1 week after spiking with Bp-LP S at 100 EUmL

‘1 95% confidence interval

:Mean of maximum rise in rectal temperature of 3 rabbits during 3 hours

:Kept at 4°C for 3 or 4 days after spiking with Bp-LPS at 100 EU/mL to isolate supernatant by a centrigugation
":Kept at 4°C for 1 week before centrifuging and the supernatant was spiked with BP-LPS at 100 EU/mL to keep at 4°C far another 1 week
‘Kept at 4°C for 1 week after spiking with Bp-LPS at 100 EU/mL and the centrifuged precipitate was treated with phosphate buffer at 4°Cfor 1 week

:PGE: induction activity calculated in reference tothat of Bp-LP Sto express as EU-equivalent. The resultsrepresent weighted means of 4 independent measurements.
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