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. Document Review 'Audit·· bservations' 
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Cla�i�cati�� of , identity of material components .,�" ,b,�bO . r.s. ,�: 1".1 r �cJ, .. do .. K'i� .�� e...... 
1 iTech�ical

'
File D.1.2 � "raw rmlterial and manufacturi�g . 

. . , , � -�(O : (<)�:#": �"":S t l' \' khton:::u2 .. .L-�.:e: 1' --... 

processes for both:enveh,)pes is the same" '
. 

' N.�  �l\,cb � >Or q::.e.b .�oOl .... � 
, In relation to material equivalen9Y" testing the eilvelOpe:ftom the .. 
sallile filled envelope'was·. used fot some testingfor the gel filled 

"
, :�� :' 1��:·':� : Q.;c. � 

, r� l� ,e Hv'&�� ) 
implant: . .  . : '�� . � dk , �� f <t d �� , 

,envelope,from
'
saline implant:. . . . ....... .  . .  ' " -.J' . -l- C - � 

MEP 6400': xylene dlspersion (env6Iope&patcb) 
.. 

' '..%G� �,S'�l' �f� Ta: i..� � � 
MED26400: 1,1,1 trichloroethane(texenvelopedastlayer&;patch) . " ·�ctd.,Vl.��eqt.. 4W�, �'� .��� TC31t\ ef ". " 

envelope from gel implant .
' . . Ui:Z;.: '  . � . ' -:-. � ..... .. ..... . WowJ" . 

=,p6!.::r2s!���o�f.'��::- & pM<b)
. 
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__ biw. ·kN,",·· . ��>e.:��·. �;'�I"'··· 
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' .'-�..,.. 

O.lA.rI\'·. ' R� 6ct(:)o '�.� .\A�\" 5'Cl..� . .....,.,....,. 2 : Biological safetytestingofthe envelope was condUcted �n the ·· 1�Ad!· (;;)r .1;)",,' """"cB', , 

. main shell component MED6 6400 and did not include the' patch 
�. " . ..  \ . .
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rr5:\. 'closure component � you replied
,
recently that the closure patch Was: ' � � . r --:::J � 

. � ,..,.. . , �UV'o� . .o+ ,V less�that 3% Qfthe total so you did not need to test . . '.' " �cP.1. ,��<.JL .� � � r"'"""S ' .

.

. .

.. 

Ho� haVey�u.det�rmined�hat �hemain shellandtheclosu�e : " ���+ . .J���: .� �
'��' 

patch are chemically equivalent? � 'llS, ' ,� 6l.-,:so)o .. 04-.' � -
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Disrrepancy of identity of closure patch in documeli�ation 
! 
I . ' .. 

Q: ;Isit MED 224S, asappearsi-:86� he matei'ials 'and 
manufacturing data�r is it. 066400? '. . . . 

. \ 

<..J . 

.... ,; 
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. . . . .... f:l.:I>�, . . .:. ... '+:' .. 1 . 1,-.�. � -;q .� lO· �'J. c'1c�J�' 'e..'t�d.p-:-: 
There were fatiguete�s conductedin 1996 of3·samples·from.each of .��. }�.'�.�.: .;.��dJZ.4.� .t.�t\��.u . ( . 

.
". A-r--e.. . '  

the �amp]e sizes, 2 million cycl�swas cond.ucte?; This app�s'a bit W��� ,�u"':S;� f 7Y-. .. \J: +cv-.g"'j �.�5w.. · .�. '":1' � <1-4 .. � . low:�o me, an� know �1218� 1S not good ID t�llS respect- have you . 'fv;pl'� e..a�- J .� ... , .. ��. ··C?<)· fcr ·d...4.. 's &..(L .��. i cons1�eredfatiguetestlDgt ofallureandrecordlngthe number of · So �"�.:.c.�,>� � . . oI-�O ...... gfJ:-e-.�"'" �!o''''':J , � . ' 1 
cyc�es?: . : . '  '. ()tf-$.Ak., ·�,.'I�M�. ��f-: J.;.o �1..;.-e,Lt1OS . . s-v.J-:fb� '. i i- MSV �( l.b.l�'i �� ot�p:-' . ... .. '.' ��· � �r;J--q.;�·v-��l'S. �·tU( �: . . .. �"�" . !  

'" I +nL-k"lovo.e-� cht;v"'"¥ 1_;r:et6",2.0D J. ��;; �,. � ��.o.:.t-: •. �.: �::� 9ld. Q.w.r. f-..:,. .: I1 . ... . . � ... � .. , .... . . ...... o..M... : ·�·.J�CJ:� ",\,;>.� � 

���Eh���==�:ro����.··· �$i���;7����)·: 
,implants' . . " '. . .' ' .' .. ... .. '. .' . j. 
:Q how can you justify·the applicability of data that relat�s to.. . i . ;the lower dosage'? . . 
! 

2· \Thegenotoxicity t:egime yo u have' used does not fully comply to 
:ISO 10993-3. What is the scientific justification for not . 
�complying?' . . 

. . 
' . . . ISO: 10993-3 cc ••• a series ofin vitro tests shall be used. This series ' .. 

shall inclu'de at leaSt 3 assay�. At least 2 of these' should preferably 
use bammaIiancells as a tar et ' . . 
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The range in thickneSs of the smooth envelope Cari.vary,from·O.4 to .. 

0.63 in ,a batch - is this tested routinely? Does ittend·t9 be nearer 
0.63 or 0.41 . 

. The dipping operation is conducted so that :there's a quarter rotation . • -:� � . 
in. between the4 layers . 

. ' .
. ' ' . 

How is -ans controlled? 

. Sight records for viscosity testirig of batches of weeklY' s9lutions of . : 
silicone plates before.and after storage. · ..... .. 

." ' . 
. ' , ".. . . . . \ .... o�·· .. '��.' Jc ,{V � \",,,,",, �, . 

. \;tY- . �5> � . ./ 

·�e/;(j. .. 

... (� 
I 

.:...� 0- �. 0.- � w-olb\lJ·. L .fI-.Le.. f9r=J-i��. 
�.' � Or 'E>� {O UQc...1c. � .t2A..c.J.-.jJ� . 

.... ,, ', . \ I .. : .. e..CL� Jo � � � �4. �� 
\ '  ") i, c.�'��'. �.' eJ;C.p{ trLf �f..... .��� ' . , 

.� C\. ./ ;:;4:" �. 0...... r.,....;�oJ � �1 
�"IrY"�� ,� � .� '/-t-,a...J-. cp�. 1 � C '2 � £-8'".:.t J 

-:-1V� . .. � e.D:U..�. II w.ea.k..bU .Jol k. . . � �V'€."" � � . 
if. �. �V"v.��. do �� � �f� 11�� . 
� '.� � vt�t.�lh. �J-e..d p·�Q.v lo � .  i't� & ... ve.,....; 

QP'-- ��� Lof- 4il -bLhOAoA �e� !.pr 
( � c:f'Q l A,4--
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The textsays prepared every 34 days�hereas.f1.owcba.rJ; has .' .. 

"weekly",- a clarifi.cation 'is requit,"ed . . 
. ; .. )j.lb. 'J�:rl" . � 

. .,. . � '�I( 6lMS 
�. £llAcL-""t+ 

.sokh . U !.A.-c.d (kL."-. 
v-e.,o\ ;jo do '* �t � I/ofJ 
� �O-vtc;L..;. 

Pre aration of texturin solutions ' 
After te�urisation, the shells are inflated with compress�d arrtO 
twice their volume in water to check for holes 

'.' . . 

'Sight r�cords of SQII13 FOR401- (these appew.t() be records of •.. ' 
. hether :the product�s passed this step and. should :include space for 

noriconforming product?)' 
. . .' ":;> . . .. . .  ' . 

'D. �.� ��"V'cR.. . ; : 
. Patch gluing . . . . 

� 

" . � 

-= 
. Observe patch gluing·-:.is thlscondueted with gloy�:·�'>.�, by:� 
(photo inMET02l00223/27 wi� nog1Qv� worn) ' : : ' .: ' . ' . ' . . . . . 

: '" 
. j ' . : '. : 

How is the Glue rej� detection step pe�orm.ed?(obserye as.to·how 
long after the gluing it oecurs)- . \ ' . c.Qo·\.: 

" 

"-4.0 �'i') \ " . . . . �� �::�.�() 

: . � 1'+ .'� 

le\(� .Ii':'o� (...ItS,.,........ ""':Qv-IteD... ..... , i"-'� + cLcOt. ..... p:.l..+- "'-' . ,� 

"�".'p"<)c:� 
C�.· ·� 81Q.� \J,J..fu'-fe.r(Ld C ..s�p I .+ ,\/� ·······'.' bo 

.

� ·. YJLs; ) 
�V�'. J�bf .It\.-J� .. J.t.e.r L./V �e% of-· ��� '. 

. ()toQ/J.� c:..o�Po �, � tf.-,�. b.Q.. ��,.;.(� . " i b/�· J'�� 
.vo"� ·:� . . . �.10.� � �� .b .$�r dh. . . 'j, .. � &te.:Pf��. �.s. uta..J.;..u.. �. �. ! 

Catalysis . 
Verification of catalysis time and temperature to criteria 
What are the criteria?' (does FCQ 140/01) 

. 

:. . .. . : 
. 

- . , . : . . ' . . .
.

, . . •  I ·  
....-/.,-...;J � .+' ��.� �(' .� . �O-;lS' :� .' 
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Mechanical tests� random. s:amples . 

Ho� are random samples chosen?' . 
I' V<O.-� .... : ce-v-.e..", pleJcl"o�',;> C.���. � . ..s�"V+-J f'3r� 

a.f)Qr . . 't��· +-bo+l--o� . :P't.�. �dA"f-(- V 
. _� '.� .3 Jo.·:Lo vo�·� 

l� . 

. " Final inspec«on and testing' .' . .. . 
Sight records of tensile testing of final envelope for at least 3 sample . ..."....), . : .<:� . V-�. j.�CJL � {.Q� Q.e;L.I9-v&.. 
sizes- obse�e ifpossible · :

. 
" .  . .:: :[ . ): '. ' " . 
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, , How often is the cutting l'ress insp�cted 'and or lllaintamed? 

:: . 

T 
I., 

�ight records of non �confoI'i:lting product for 1 faU�e (retest) , '. . .' . � . . . . . .. 
... . . . . '  : : .... ;. : ,' 
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