TachoSil Response ta
Information Request

RESPONSE TO INFORMATION REQUEST
FDA request received from Martha O’Lone in email dated 15 March 2010

Bioburden
Q {FDA Question}: Is (here any bioburden testing at Nycomed on receipt of Fibrinogen or
Thrombin from [&RG5? (If CoA is verified, that is acceptable, just checking informalion)?

R (Nycomed Response): The bioburden test results are taken over from -’ g
Certificates of Analysis.

Q: When is Ihe last in process test for bioburden and what test is performed and
parameters (range, acticn/alert level)?

R: The iast in process lest for bloburden is performed wilh TachoSﬂ mm

i accordmg 1o e ok

Tand an alert limit of G

.....

Cme et R e

Q: s here any rouline lesting for bioburdend )% 5™ 5 ey T SRR T
fb}mstenllzalron performed at Nycomed or contracted out from separale Iab‘?

R: Yes, please see ahove response The bicburden testing of TachoSil £

performed by Nycomed (7. mxs~ ). Usually the product is sent
i S

o9 - = %, Based on stability programs performed with TachoSill¥
(vahdatlon balches and conformance balches) a maximum hold lime oféﬁmonlhs {at 2-

8°C} was sel.

Q: The final release bioburden spegifications far TachoSil in 3.2.P.3 are listed as
Vs’ T: Your current or usual levels documented in the submission for release,
sterilization validation and stability testing are - ™" mg4- ¢ . The use of X
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" pygky. 4 for your specification does not appear to be an appropriate reflection of your

current manufacturing capabilities. This level should be lower based on your sterilization
validation as noted in discussion of sterilization below. This parameter shiould be
adjusted to agree with your observed levels. Please provide a justificalion or a lower
level. This level should be appropriate for release, slerillzation, and stability testing.
Filease provide your alert and action levels. Please explain if there |s any evaluation or
planned evaluation at the alert level.

Compared 1o its pnedecessor products the action limit for US TachoSil was reduced

already from™ 220 = UL “5% The limit of i AT

< QERAT,  WaS

chosen due to the newly mplemenled Inhouse packaging for US TachuSﬂ and lhe few

batch analytical data avaitable so far. According to”, T an

average bioburden up to - ®#y 7 js adequate for a minimum slenllzatlon duse uf N,
An internal alert imit of . - . was set already in awareness of the actual low

bioburden load of TachoSiI "5"?.,-,;('6'1'(5?,5:5“"} This alert limit was based on the highest
bioburden of Fiix « “@ie .. - (overall batch averageIE ity 2L ) obtained in”- '@ |

TachoSil BE bR

gjjsheels detenmned in sterilization Validatlon Slud:es (0803X-VB-
0000006.01) and rounded up to the next log level, resulting in e SR L]

Nycomed will closely observe the bioburden values of US TachoSil L5 g - sduring

manufacture of the first commercial US batches, e.g. the::” mtﬂ_-; f!, and intends
to lhen adjust the alert limit accordingly.

Sterilization

Q: In review of your irradiation summary sterilization validation report' Please provide a
justification for the bioburden sterilization specification of |, =+ &) i . {(Section 3.2.P.3
page 1) when your sterilization data indicates Ihat the bloburden fested during
sterilizalion validation has been = ;hxq

R: Please refer lo response above.

Q: Please explain the purlly iimit cited on page 49 of 2.3 Quality Surnmary where it states-
Purity A limit of mm i 5 bacterial load guarantees the microbial quality of Collagen
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Sponge and furthermore, a total sterlity of TachoSil * Size sheet after sterilization
process” Is this a typographical error? If not, please clarify the bacterial load per

TachoSili', wua..| size sheet or if this is gfi) sheets.

e ht:
: e ﬁ“{ﬂ@?&_’ﬂf
approx. ¥ mye); . collagen sponge which reflects approx. [%R5% of one collagen sponge
strip. For delails please refer to 3.2.P.4.4, Justification of Specili cauon for Cuuagen

Sponge and to 3.2.P.3.4 Justilication of Specification Tacho&il ‘

Q: In your irradiation validation information in the original submission you stated that the
@) contractor performs periodic sterilization dose audils are performed every i

months.

R: Nycomed plans to perform the next sterilization dose audit wilh the manufacture of the
first commercial US TachoSii batches which at the same time are 1he first US TachoSil
batches manufactured in 2010.

Q: Pilease provide the resulls of the it;ﬁq' sterilization bioburden testing for Jan 2010, Was
revalidalion with bioburden testing performed in Jan 20107 If so, please provide those

i) v s if the results for

- ;sterilization. If there was no bioburden

results and a rationale fnr the use of the Ievel of .

bioburden remain £ )
testing, please pravide a justlrcalll:ln Please state If there were any deviations for 2010
testing. Please stale if parameters were changed from lhe final adjusted dose[ g+

" mxa noted in the irradiation summary in your submission. (IF there were no changes in
the parameters, stating that is adequate. Please cile the report and date.)

R: Revalidation in January 2010 was not perl'ormed as commeicial produchon was not yel
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Q: Please provide the alert/ actlon leve! for bioburden testing i+ sterilization. IF there
were none, please provide information on how this will be addressed.

_l._‘..._.___ 4

Packaging

Q: Other than the microbiologlcal and sterility tests performed during sterilization validation
and PQ for packaging, is there any test of final packaging physical Inlegrity testing after
sterilization of in your shelf life/ stahility testing? In addition to visual inspection, the list
of mechanical package inlegrity testing described in the submission dunng on line

packaglng and in sterflization validation appears to be:: TR M)
: Please prowdehdentlfy any

LTI T T ey T e e
packagmg slandards that are followed for the packaglng tesls the parameters, and the
actionvalert levels, please clarlfy If they were included in Process Validation. if no
standard test is used, please provide brief test method summary, acceplance criteria,
ranges/parameters and actionfalert levels. (Please provide brief information as to

method, not the full testing).

R: Table 1 gives an overview of mechanical parameters for testing the integrity of TachoSit
packaging during routine production.
The lable indicales the acceptance criterion, the document where the test is described
in detail {short method descriptlon is given below the table) and whether the test was
performed during Process Validation.
The Packaging Process Validation in additicn contained a series for testing the wxei™
- b6 Istrength after iradiation. This test is not performed roullnely because results of

o T

the validation -
TR

e ...‘.1’...'

CMC Paga 4 of b 18 March 2010
Document 10; RODOD7852



Page 3 redaciad for the follawing reazon:



