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Re: Response to Federal Register Notice/Request for Information: wncent ahonkhal-l@gsk corn 

“Mercury Compounds in Drugs and Food” Docket 98N-1109 www gsk corn 

Dear Sir/Madam: 

Reference is made to our U.S. License No. 1090, providi g for the manufacture of the 
following biological products at GlaxoSmithKline Biolo : its: 

l Engerix-B&Hepatitis B Vaccine, Recombinant [Reference Number 
87-0556, STN 1039071 

l Havrix@-Hepatitis A Vaccine, Inactivated [Referent : Number 92-0465, 
STN 1034751 

l InfanrixB-Diphtheria and Tetanus Toxoid and Acellular Pertussis Vaccine 
Adsorbed [Reference Number 95-1773, SIN 1036471 

l Twinrix@-Hepatitis A Inactivated and Hepatitis B, Recombinant Vaccine 
[Reference Number 99-0133, SIN-1038501 

l PediarixTM-Diphtheria and Tetanus Toxoid and Acellular Pertussis 
Adsorbed, Hepatitis B (Recombinant) and Inactivated Poliovirus Vaccine 
Combined [Reference Number 99-0800, STN 1039071 

Reference is made to the CBER’s letter dated July 1, requesting information 
regarding the manufacturer’s proposal to remove or redu the content of mercury- 
containing components in pediatric vaccines and a CBER letter of May 3 1, 
2000 requesting an update on the progress toward 
content of mercury-containing components in Additional reference is 
made to GlaxoSmithKline’s responses to 
filed to our US license 1090. 

This letter serves as official response to the Federal Regi/ster Notice noted above. 
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For GlaxoSmithKline, the only licensed pediatric vaccine that contains detectable levels 
of a mercury containing compound is Engerix-BB (Hepa itis B Vaccine, (Recombinant) 
[Reference Number 87-0556, STN 1039071. Following t e Agency’s letter of July 1, 
1999 and the statement issued by the American Academy for Pediatrics (AAP) on July 8, 
1999 regarding the content of mercury in pediatrics vacci es, GSK immediately 
implemented plans to significantly reduce thimerosal in t e Engerix-B vaccine product by 
omitting thimerosal from the final formulation process 

: 

a with a later goal of removing 
thimerosal entirely, i.e. manufacturing the vaccine witho t use of thimerosal in the 
purification process. 

The following actions have been implemented for Engeri -B since our letter of July 7, 
2000: x 

Reduction of thimerosal in Engerix-B has been successfu upon removal of its use as a 
preservative during final vaccine formulation. I 

l Pediatric preservative-free monodose presentation: upplement 99- 1110 was 
submitted September 10, 1999 to support approval the pediatric 10 m&0.5 ml 
dose monodose preservative-free presentation. App was obtained 28 March 
2000. 

This formulation contains no thimerosal added as a preservative, and only a trace 
amount remains from the manufacturing process (< 1 mcg thimerosal per dose). 

l Adult preservative-free monodose presentation: submitted August 3, 
2000 for the adult 20 mcg/l .O ml monodose prese ative-free presentation. As with 
the pediatric presentation described above, this fo ulation contains no thimerosal 
added as a preservative, and only a trace amount re ains from the manufacturing 
process (~2 mcg thimerosal per adult dose). Appro al was received on December 
1) 2000. 

Complete removal of thimerosal from the manufacturing ~process is being investigated. 

l Pediatric and adult thimerosal-free, formulations: The feasibility 
of a thimerosal-free, ently being investigated in 
clinical studies. The manufacturing process 

that contain the hepatitis B 
mission of the thimerosal-free 

products, 
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Other Pediatric Vaccine Products: I 

As noted in our responses of July 26, 1999 and July 7,20 our other vaccines approved 
under License 1090 for pediatric use are free of 
Havrix@ (Hepatitis A Vaccine, Inactivated) [Reference umber 92-0465, SIN 1034751) 
or have no detectable concentrations of 
and Tetanus Toxoids and Acellular [Reference Number 95- 
1773, STN 1036471. 

With regards to Infanrix, since our response on July 7,2 00, we have gained approval of 
a supplement for the removal of the thimerosal used in e ly stages of manufacture of the 
Pa antigens (in the Pa extraction buffer); sBLA 99-0746, pproved on September 29, 
2000. This process change allowed for a completely “m cur-y-free” manufacturing 
process and therefore this product no longer needs to app ar on the “Mercury Compounds 
in Drugs and Food” list. 

We recently gained approval for our Biologics Licens lications for PediarixTM 
(Diphtheria and Tetanus Toxoids, Acellular Pertussis 
(Recombinant), and Inactivated Poliovirus Vaccine Co 
0800, SIN 1039071, which has no detectable levels of cury or mercury components. 
This combination vaccine contains Pa antigens manufa using the currently 
approved process of Infanrix described above and also ns a hepatitis B component, 
which differs from the currently approved Engerix-B pe ric formulation, as it utilizes a 
cysteine dialysis step in the manufacture of the hepatiti component which brings the 
thimerosal content to < 25 ng of thimerosal/20 mcg of sAg which by calculation is 
4 2.5 ng per dose. 

Non-Pediatric Vaccine Products: 

Since our responses of July 26, 1999 and July 7,2000, have gained approval for 
TwinrixB (Hepatitis A inactivated & Hepatitis B recom vaccine) [Reference 
Number 99-0133 and 99-0152 respectively, STN 
administration to subjects 18 years of age and 
contains the currently approved bulk 
mL dose) and it does not contain 
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Should you have any comments or require an additional i formation, please do not 
hesitate to contact me at 61 o-787-3760. 

Sincerely, 

Vice President 
Regulatory Affairs - Vaccines 


