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PEDIATRIC PAGE ‘ ,
{Complete for all filed original applications and efficacy supplements) -

NDA/BLA#: 125289 Supplement Number: ____ NDA Supplement Type (e.g. SE5)
Division Name:DAARP PDUFA Goal Date: z_tIZA(_)g ' Stamp Date: 6/24/08

Proprietary Name:  SIMPONI ' '

Established/Generic Name: Golimumab

- Dosage Form:  For all three lndlcations, 50 mg given subcutaneously once monthly (supplied as a solution in
- a prefilled syringe and autoinjector)

Appllcant/Sponsor . Centocor

Indication(s) previously @pproved (please complete this question for supplements and Type 6 NDAs only)
(1)
@
N CC) D

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current
application under review. A Pediatric Page must be completed for each indication.

Number of indications for this pending application(s).3
(Attach a completed Pediatric Page for each indication in current application.)
Indication: Rheumatoid Arthritis ' '
Q1: Is this application in response to a PREA PMC/PMR? Yes [ ] Continue .
_ No Please proceed to Question 2.
If Yes, NDA/BLA#: _ " Supplement#__ : PMCIPMR #_
Does the division agree that this is a complete response to the PMC/PMR‘7
[1 Yes. Please proceed to Section D.
] No. Please proceed to Question 2 and complete the Pediatric Page, as applicable.

Q2: Does this application prowde for (If yes, please check all categones that apply and proceed to the next
question):

(a) NEW [X] active ingredient(s) (mcludes new combination); [X indication(s); . dosage form; [X] dosing
regimen; or [ route of administration?*

(b) [J No. PREA does not apply. Skip to signature block. . ' : . X
* Note for CDER: SES, SE6, and SE7 submissions may also trigger PREA. ' ‘ :
Q3: Does this indication have orphan designation? '

[[] Yes. PREA does not apply. Skip to signature block

X No. Please proceed to the next question.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (ederpmhs@fda.hhs.gov) OR AT 301-796-0700,
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Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?

[[] Yes: (Complete Section A.)
No: Please check all that apply: _
Partial Waiver for selected pediatric subpopulations (Complete Sections B)
Deferred for some or all pediatric subpopulations (Complete Sections C)
[[] Completed for some or all pediatric subpopulations (Complete Sections D)
[ Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
] Extrapolation in One or More Pediatric Age Groups (Complete Section F)
(Please note that Section F may be used alone or in addition to Sections C, D, andfor E.)

| Section A: Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)

] Necessary studies would be impossible or highly impracticable because
[T] Disease/condition does not exist in children
"1 Too few children with disease/condition to study
[] Other (e.g., patients geographically dispersed): -
[Z] Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients.
[C] Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)
[] Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are fully waived on this ground, this information must be included in the labeling.)
[] Evidence strongly suggests that product would be ineffective and unsafe in ali pediatric
subpopulatlons (Note: if studies are fuIIy wa/ved on this ground, this information must be included in
the labeling.)

[1 Justification attached.

If studies are fully waived, then pediatric information is complete for thls md/catlon If there is another
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is
.complete and should be signed.

|Sect|on B: Partially Waived Studies (for selected pediatric subpopulatlons)

Check subpopulation(s) and reason for which studies are being partially waived fill in applicable criteria beloW):
Note: If Neonate includes premature lnfants list minimum and maximum age in “gestational age” (in weeks).

Reason (see below for further detail):
minimum maximum feal\;?gle* N?égzsgmi%fm Ine:;esc:f\;e or Fo;r;:;.lel j,ﬁ'_""
‘ benefit*
[C] | Neonate | _wk. __mo.|__wk.__mo. O 1 O 1
Other oyr. __mo. |<2yr.__mo. X ] O O
O |Other |__yr.. mo. |__yr.__mo. O | 0o O
[ | Other _yn.mo. |_y._mo | [ O O O
] |other | _yr.__mo. |__yr.__mo. O O O O
- Are the indicated age ranges (above) based on weight (kg)? X No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? No; [] Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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justification):
# Not feasible:
Necessary studies would be impossible or highly impracticable because:
O Disease/condition does not exist in children
X Too few children with disease/condition to study
] Other (e.g., patients geographically dispersed):
*  Not meaningful therapeutic benefit:-
7] Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
* patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatric subpopulation(s).
"t Ineffective or unsafe: .
[C1 Evidence strongly suggests that product would be unsafe in all pedlatnc subpopulations (Nofe: if studies
are partially waived on this ground, this information must be included in the labeling.)
O] Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)
[ Evidence strongly suggests that product would be.ineffective and unsafe in all pediatric subpopulations
(Note: if studies are partially waived on this ground, this lnformatlon must be included in the Iabelmg )
A Formulation failed: :

[J Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatn‘c formulation cannot be developed. This
submission will be posted on FDA s webs:te if waiver is granted.)

[J Justification attached.
For those pediatric subpopulations for which studies have not been waived, there must be (1) correspondmg
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan
Template); (2} submitted studies that have been completed (if so, proceed to Section D and complete the .
PeRC Pediatric Assessment form); (3). additional studies in other age groups that are not needed because the
.drugis appropﬁately labaled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
proceed to Section F). Note that more'than one of these optlons may apply for this indication to cover all of the
pediatric subpopulations. :

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700,
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rection C: Deferred Studies (for selected pediatric subpopulations).

Check pediatric subpopulatlon(s) for which pediatric studies are being deferred (and fill in apphcable reason
below):

- Applicant
Reason for Deferral Certification
Deferrals (for each or all age groups): t
) Other
Readyl N??d Appropriate
for - Additional Reason Received
Population minimum maximum | Approval | Adult Safety or (specify
. in Adults | Efficacy Data ,,
' below)
-| [ | Neonate __wk. _mo. | _wk.__mo. 7 [ O 1
X | Other 2yr.__mo. |16yr.__mo X O 0O O
[ | Other _yr._mo. | __yr.__mo. | O il |
] {Other | _yr.__mo. |_yr.__mo O 1 O O
[] | Other _yr.-_mo. |__yr.__mo O O ] O
All Pediatric . '
] Populations Oyr.Omo. | 16yr. 11 mo. O ] J OJ
Date studies are due (mm/dd/yy): 2013 _
"Are the indicated age ranges (above) based on weight (kg)? X No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage?  [X] No; [] Yes.
* Other Reason;

1 Note: Studies may only be deferred if an applicant submits a certification of ground s for defemng the studies,
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to
the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.)

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-8700.




BLA# 125289

Page 5

| Section D: Completed Studies (for some or all pediatric subpopulations).

Pediatric subpopulation(s) in which studies have been cbmpleted (check below): A
Population minimum maximum . PeRC P edlzttr:ac cﬁzz%ssment form
[1 | Neonate _ wk.__ mb. __wk. __mo. Yes [] No []
[] | Other _yr._mo. |__yr__ Yes [] No[] -
. | other _yn_mo. |__yrn__ Yes [] No [l
[ | other _y._mo. |__yn__ Yes [] No []
[] | Other R __yr.__mo. Yes [] No []
[[1 | All Pediatric Subpopulations | Oyr.Omo. -| 16yr. 11 mo. Yes [] No []
Are the indicated age ranges (above) based on weight (kg)? [ No; [1Yes.
Are the indicated age ranges (above) based on Tanner Stage? [ No; [] Yes.

Nole: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pediatric
Page as applicablé.

| Section E: Drug Ap‘propriately Labeled (for some or all pediatric subpopulations):

'| Additional pediatric studies are not necessary in the following pediatric subpopulatnon(s) because product is
appropriately labeled for the indication being reviewed: .
Population minimum maximum
] | Neonate __wk.._mo. __wk.__mo:
[1 | Other Uy __yr.__mo
O Other __¥r._mo. Ly
1 Other __yr.__mo. __yr.__mo.
] | Other oy N
[] | All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo._
Are the indicated age ranges (above) based on weight (kg)?- ] No; [[] Yes.
Are the indicated age ranges (above) based on Tanner Stage? [[] No; [ ] Yes. '

If all pediatric subpopu/atlons have been covered based on partial waivers, deferrals, completed studies, and/or -
existing appropriate labeling, this Pediatric Page is complete and should be srgned If not, complete the rest of
the Pedijatric Page as applicable.

I Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies)

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatiic subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulatlon for which
information will be extrapolated, Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cdergmhs@fda.hhs.g(.)v) ‘OR AT 301-796-0700.
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pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the foilowing pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
Extrapolated from:
Population minimum maximum b
P Aduilt Studies? Other P_edlatrlc
‘ Studies?

[] | Neonate __wk.__mo. |__wk. __mo. O O

> | Other 2yr. __mo. 16 yr. __mo.

[ | Other __yr. __mo. __yr.__mo. O I

[] | Other __yr.__mo. __yr.__mo. 0 0

[ | other _yr._mo. |__yr.__.mo. O N

All Pediatric

] Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. [ il
Are the indicated age ranges (above) based on weight (kg)? No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? No; [] Yes.

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

If there are additional indications, please complete the attachment for each one of those indications.
Otherwise, this Pediatric Page is complete and should be signed and entered into DFS or DARRTS as
appropriate after clearance by PeRC.

This page was completed by:

Regdlatory Project Manager
(Revised: 6/2008)

NOTE: If you have no other indications for this application, you may delete the attachments from this
document. -

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fds.hhs.gov) OR AT 301-796-0700.
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. Attachment A
(Thls attachment is to be completed for those appllcatlons with multiple indications only )

Indication #2: Psonat_lc Arthritis

" Q1: Does this indication have orphan designation?
‘I__'I Yes. PREA does not apply. Skip to signature block.
Xl No. Please proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this lndlcatlon (check one)?

- X Yes: (Complete Section A.)

[] No: Please check all that apply: :
[ Partial Waiver for selected pediatric subpopulations (Complete Sections B)
O Deferred for some or all pediatric subpopulations (Complete Sections C)
1 Completed for some or all pediatric subpopulations (Complete Sections D)
[J Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[] Extrapolation in One or More Pediatric Age Groups (Complete Section F)
(Ple_,ase' note that Section F may be used alone or in addition to Sections C, D, and/or E.)

|‘Section A: Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
. Necessary studies would be lmposmble or highly lmpractlcab!e because:
[] Disease/condition does not exist in children
-[X] Too few children with disease/condition to study

When children first present with juvenile idiopathic arthritis, it is difficult to know whether
they will develop into the psoriatic arthritis subtype. A history of psoriasis, dactylitis, -

ankle or toe arthritis, and DRB1*11/12 allele status increases the likelihood of PsA,

. however few patients have enough features to be distinguished as PsA during childhood.
Retrospective analyses of JIA cohorts have estimated that less than 10% of JIA patients

turn out to have PsA (Flato, J Rheurin 2009).
(1 Other (e.g., patients geographically drspersed)

‘l:l Product does not represent a meaningful therapeutic benefit over existing therapies for pedlatnc

patients AND is not likely to be used in a substantial number of pediatric patients.

[T Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if

studies are fully waived on this ground, this information must be included in the labeling.)

.[] Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if

studies are. fully waived on this ground, this information must be included in the labeling.)
7] Evidence strongly suggests that product would be ineffective and unsafe in all pediatric

subpopulations (Note: if studies are fully waived on thls ground, this information must be included i in .

the labeling.)
[Z] Justification attached.

If studies are fully waived, then pediatric information is complete for this /nd/cat/on If there is another
indication, please complete another Pediatric Page for each indication. Othen/wse this Pediatric Page is
complete and should be signed.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700,
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ISection B: Partially Waived Studies (for selected pediatric subpopulations)

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below):

Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).

Reason (see below for further detail):
minimum maximum fear:;l);!e# N(:;t‘e_rr;:gghl:?gul melﬁ,esc:f‘ﬁ or Fo;g;lt{elzzion
. benefit*

(] | Neonate | __wk.__mo.|__wk. _-mo. O [ | ]
J |other | _yr._mo. | _yr.__mo. O 0 1 OJ
O | other _.y.__mo. | __yr.__mo. O O D O
J | Other _yn.__mo. |__yr.__mo. O ] ] |
[J {Other |_yr._mo. | __yr.__mo. O [l ] ]
Avre the indicated age ranges (above) based on weight (kg)? [J No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? [ No; [] Yes.

Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief -
justification):
# Notfeasible:

[] Necessary studies would be impossible or highly impracticable because:

1 Disease/condition does not exist in children -
I:J ‘Too few children with disease/condition to study _
) Other (e.g., patients geographically dispersed):

*  Not meaningful therapeutic benefit:

. [ Product-does not represent a méaningfu! therapeutic benefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatric subpopulation(s). :

T Ineffective or unsafe: ) :

[] Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are partially waived.on this ground, this information must be included in the labeling.)

[] Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

[ Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note: if studies are partially waived on this ground, this information must be
included in the labeling.) ‘ '

A Formulation failed:

[] Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
thisthese pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed. This
submission will be posted on-FDA's website if waiver is granted.)

- [J Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug Is appropriately labeled in one or more pediatric subpoputations (if so, proceed to Section E); and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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proceed fo Section F).. Note that more than one of these optlons may apply for this indication to cover all of the
pediatric subpopulatlons

[jction C: Deferred Studies (for some or all pediatric subpopulations)

Check pedlatnc subpopulatlon(s) for which pedlatrlc studies are being deferred (and fill in appllcable reason
below)

) _ Applicant
Deferrals (for each or all age groubs): Reason for Defarral . Certifitc ation
R?ady N_egd Ap;)ol'fah;)el':ate
or Additicnal .
Population minimum | maximum | Approval | Aduit Safety or geaei?fg Recelved
| ' " | inAdults | Efficacy Data h e":ow),,
[ | Neonate __wk.__mo.|__wk.__mo. O O N 0
{1 | Other ~Yy._mo. | __yr.__mo. [ [ O] O
[] | Other. __yr._mo., | __yr.__mo. ] 1 ] O
[ | other _Yyr.__mo. | __yr.__mo. e | [ O
[ | other _y._mo. |__yr.__mo. g [ O 0.
M| 22:52;?::; Oyr.Omo. | 16yr. 11:mo. O O | O
Date studies are due (mm/dd/yy):
Are the indicate_d age ranges (above) based on weight (kg)? O No; [] Yes.

Are the'indicated age ranges (above) based on Tanner Stage? [ ] No; [ ] Yes.
* Other Reason:

T Note: Studies may only be deferred if an applicant submits a cemflcat/on of grounds for deferring the studles

. adescription of the planned or ongoing studies, evidence that the studies are being conducted or will be

- conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.

If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated to

" the applicant in an appropriate manner (e g., in an approval letter that spec:ﬂes a required study asa post—
marketmg commitment.) -

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700,
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| Section D: Completed Stud:es (for some or all pediatric subpopulations).

Pedlatnc subpopulatlon(s) in which studies have been completed {check below) .
PeRC Pediatric Assessment form
| Populatlon minimum maximum attached? -
‘[0 | Neonate ' _wk.__mo. | _wk._mo. | Yes[] No []
{1 | Other. _yr.__mo. |__yr___mo, Yes [ ] No []
] | Other __yr.__mo. |__yr._ mo. Yes [] No[
] | other A _y._mo. |__yr._ mo. Yes[] . No []
] | other . __y.__mo. |__yr.__mo. Yes [] No []
{7 | All Pediatric Subpopulations | 0 yr. 0 mo. 16 yr. 11 mo. Yes [] “No[]
Are.the indicated age ranges (above) based on weight (kg)? ' [ No; [] Yes. ‘ ‘

Are the indicated age ranges (above) based on Tanner Stage? [1No; [] Yes.

Note: If there are no further pedlatric subpopulations to cover based on partial waivers, deferrals and/or
~ completed studies, Pediatric Page is complete and should be s:gned If not, complete the rest of the Pediatric
Page as applicable.

| Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):

Additional pediatric studies are not necessary in the following pedlatnc subpopulatlon(s) because product is
appropriately labeled for the indication being reviewed: '
Population . minimum- _ ' maximum

] Neonate. : __wk. __mo. . __wk.__mo.

| Other __yr.__mo. A : N

[l | Other __yr.__mo. : __yr.__mo.

] Other __yr.__mo. ' _yr.__mo

] Other : __yr.__mo. __yr.__mo

O All Pediatric Subpopulations 0 yr. 0 mo. " 16 yr. 11 mo.
Are the indicated age ranges (above) based on weight (kg)? I No; [ Yes. -

Are the indicated age ranges (above) based on Tanner Stage'? [INo; [ Yes.

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, and/or
existing appropriate labeling, this Pediatric Page is complete and should be signed. If not, complete the rest of
the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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| Section F: Extrapolatioﬁ from Other Adult and/or Pediatric Studies (for deferred and/or completed studies) —I

Note: Pediatric effi icacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pedlatrlc subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually

- requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokinetic and safely studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are.not necessary in the following pediatric subpopulation(s) because efficacy can be
'| extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulatlons
: : A ‘Extrapolated from:
Population minimum maximum iatri
P Adult Studies? Other Pediatric

: ‘ _ Studies?
{ ] | Neonate ' _wk.__mo. |__wk.__mo. O ]
[ [ Other - _yr._mo. |__yr.__mo || O
1 O | other | _yr._mo. __yr.__mo 1 |
[ | other |_y._mo. |_yr__mo, ] 0
[] | Other __yr.__mo. |__yr.__mo. , ] |

All Pediatric .
[ Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. ] 4!]
Are the indicated age ranges (above) based on weight (kg)? I No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage'? [INo; [ Yes.

Note: If extrapolating data from either adult or pedlatnc studies, a description of the scientifi ic data suppomng
the extrapolation must be included in any pertinent reviews for the application.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700,
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Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indication #3: Ankvlosing Spondylitis
Q1: Does this indication have orphan designation?
[ ]1Yes. PREA does not apply. Skip to signature block.
X No. Please proceed to the next question.
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?
' Yes: (Complete Section A.) ‘
[J No: Please check all that apply:
] Partial Waiver for selected pediatric subpopulations {(Complete Sections B)
[[] Deferred for some or all pediatric subpopulations (Complete Sections C)
[1 Completed for some or all pediatric subpopulations (Complete Sections D)
-[] Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
[7] Extrapolation in One or More Pediatric Age Groups (Complete Section F)
(Please note that Section F may be used alone or in addition to Sections C, D, and/or E.)

| Section A: Fully Waived Studies (for all pediatric age groups)

]

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)
Necessary studies would be impossible or highly impracticable because:
[] Disease/condition does not exist in children
Too few children with disease/condition to study

When children first present with juvenile idiopathic arthritis, it is difficult to know whether

they will develop into the ankylosing spondylitis subtype. Most children do not present
with the pathognomonic features of AS — they do not present with inflammatory arthritis
in the spine, and inflammatory disease of the sacroiliac joints is an infrequent or late
finding. Children with spondyloarthritis are a minor fraction of JIA overall, and of these
children, most have arthritis related to inflammatory bowel disease or reactive arthritis.

[[] Other (e.g., patients geographically dispersed):

[J Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric

patients AND is not likely to be used in a substantial number of pediatric patients.

[0 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if

studies are fully waived on this ground, this information must be included in the labeling.)

‘[0 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Nofe: if

studies are fully waived on this ground, this information must be included in the labeling.)
[] Evidence strongly suggests-that product would be ineffective and unsafe in all pediatric

~ subpopulations (Note: if studies are fully waived on this ground, this information must be included in

the labeling.)
[1 Justification attached.

If studies are fully waived, then peédiatric information is complete for this indication. If there is another
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is
complete and should be signed.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cdergmhs@fda.hhs.g' ov) OR AT 301-796-0700.
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ISection B: Partially Waived Studies (for selected pediatric subpopulations)

~ Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below):
Nofe: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).

Reason (see below for further detail):
minimum | maximum fear:;)gle# th)rtxgx"aeggﬂzig;m ‘ lne‘:f: sc :f‘;? o Fo;:;;x;:ﬁion
benefit*

[ [Neonate | _wk.__mo.| __wk._mo.| ‘[ ] ] ]

[J |Other |_yr_mo. |_yrn_mo [ [ O O O

1 | Other _y._mo. |_y._mo. | [ | O O

[] | Other _y._mo. |__yrn__mo. O | ] ]
100 | Other __yr.__mo..|__yr.__mo. O O ] O
~ Are the indicated age ranges (above) based on weight (kg)? [J No; [[] Yes. ’

Are the indicated age ranges (above) based on Tanner Stage? [] No; [] Yes.

Reason(s) for partial waiver (check reason correspondlng to the category checked above, and attach a brief
justification): ) ,
# Not feasible:

[} Necessary studies would be impossible or highly lmpractlcable because:
| Disease/condition does not exist in children
il Too few children with disease/condition to study
] Other-(e.g., patients.geographically dispersed): _

* Not meaningful therapeutic benefit: )

[0 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pedlatnc subpopulatnon(s)

"t Ineffective or unsafe:

[ Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if
studies are partially waived on this ground, this information must be included in the labeling.)

[[] Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Nofe: if
studies are partially waived on this ground, this information must be included in the labeling.)

[] Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulatlons (Note: if studies are partially waived on this ground, this information must be
included in the labeling.) ;

A Formulation failed:

[1 Applicant can demonstrate that reasonable attempts to produce a pediatric formulat:on nécessary for
- this/these pediatric subpopulation(s) have failed. (Nofe: A partial waiver on this ground may only cover
- the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this
ground must submit documentation detailing why a pedlatnc formulation cannot be developed This
submission will be posted on FDA's website if waiver is granted.)

O Justification attached. :

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Section C and complete the PERC Pediatric Plan
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4)

additional studies in other age groups that are not needed because efficacy is being extrapolated (if so,
IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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proceed to Section F).. Note that more than one of these options may apply for this /ndlcatlon to cover all of the
pedlatnc subpopulations.

ISection C: Deferred Studies (for some or all pediatric subpopulations)

Check pediatric subpopulatlon(s) for. which pediatric studles are being deferred (and fill in applicable reason
" below):

Applicant
: R for Deferral Certificati
Deferrals (for each or all age groups): eason for Leterr ert |Tcat|on
Other
Ready N_eed " Appropriate
for Additional Reason Received -

Population minimum maximum | Approval | Adult Safety or (specify

, in Adults { Efficacy Data *

below)*
[J | Neonate __wk._mo.}__wk.__mo. | ] ] 0
[] | Other _yr._mo. | __yr.__mo O O - |
] | other _yr.__mo. | _yr.__mo, O 1 O O
] | other - y_mo. |_yn_mo. | [J O O |
O | other _y._mo. | _yr_. mo T O O O
All Pediatric | .~ . :
O Populations | ©Y-0mo. | 16yf. 11 mo. O 1 O O
| Date studies are due (mm/dd/yy):

Avre the indicated age ranges (above) based on weight (kg)? [ No; [] Yes.

Are the indicated age ranges (above) based on Tanner Stage? D No; [] Yes.
* Other Reason: '

T Note: Studies may.only be deferred lf an applicant submits a certification of grounds for deferring the studies,
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in -
conducting the studies or, if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time. This requirement should be communicated fo
the applicant in an-appropriate manner (e.g., in an approval letter that specn‘" es a required study asa post—
marketlng commitment.)

If all of the pedlatrlc subpopulations have been covered through partlal waivers and deferrals, Pediatric Page is
complete and should be signed. If not, complete the rest of the Pediatric Page as applicable.

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-6700.
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|. Section D: Completed Studies (for some or all pediatric subpopulations).

Pediatric subpopulation(s) in which studies have been completed (check below):
‘ Population minimum maximum PeRC Pedia;g:é?]sesde?s sment forrn

[ | Neonate __wk.__mo. | _wk.__mo. Yes [} No [

[ | Other _yr._mo. |__yrn__ Yes [] No [}

[ | Other _yr._mo. |_yr__ Yes [] No []

] | other - _yr_mo. |__yrn__ Yes [} No []

[J | Other _Yy.__mo. |__yr.__mo. Yes[] No []

[l | All Pediatric Subpopulations | 0 yr. 0 mo. 16 yr. 11 mo. Yes[] - "No[J

Avre the indicated age ranges (above) based oh weight (kg)? [ No; [ Yes. '
Are the indicated age ranges (above) based on Tanner Stage?  [] No; [] Yes.

Note: If there are no further pedlatnc subpopulatlons to cover based on partial waivers, deferrals and/or
completed studies, Pediatric Page is complete and should be signed. If not, complete the rest of the Pedlatnc

Page as applicable.

| Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):

Additional pedlatnc studies are not necessary in the followmg pediatric subpopulation(s) because product is’
appropriately labeled for the indication being reviewed:
Population minimum maxirum
[0 | Neonate __wk. _mo. __wk. __mo.
[]. | Other __yr.__mo Ly __
] | Other __yr.__mo. __yr.__mo
] Other Yy __yr.__mo.
1 Other’ . __yr.__mo. ___yr.__mo.
1 . | All Pediatric Subpopulations 0 yr. 0 mo. ‘ 16 yr. 11 mo.
Avre the indicated age ranges (above) based on wefght (kg)? [ No; [] Yes.
‘Are the Aindicated age ranges (above) based on Tanner Stage? CINe: [ Yes. .

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, and/or
existing appropriate labeling, this Pediatric Page is complete and should be signed. If not, complete the rest of

the Pediatric Page as appllcable

IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.zov) OR AT 301-796-0700.
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| Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies) I

Note: Pediatric efficacy can be extrapolated.from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated. Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, siich as
pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated.

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:
' ‘ Extrapolated from:
Population minimum maximum : Other Pediatric
. (o )
Adult Studies? Studies?

[l [ Neonate - - _ _wk._mo. |_wk.__mo. ] (l

] | Other __yr..__mo. __yr._mo. O O

[] | Other __yr.__mo. __yr. __mo. O |

] | Other . __yr._mo. __yr. __mo. I:I M

'] | Other _ _y._mo. |__yr__mo. 1 ]

All Pediatric o '

| Subpopulations | 0 yr. 0 mo. 16 yr. 11 mo. . - |
Are the indicated age ranges (above) based on weight (kg)? - (JNo; [ Yes.

Are the indicated age ranges (above) based on Tanner Stage?  [] No; [] Yes.

Note: If extrépolating data from either aduit or pediatric studies, a description of the scientific data supporting .
the extrapolation must be included in any pertinent reviews for the application.

- If there are additional indications, please copy the fields above and complete pediatric information as
- directed. If there are no other indications, this Pediatric Page is complete and should be entered into DFS
or DARRTS as appropriate after clearance by PeRC.

This page was completed by:

Sharon Turner-Rinehardt, RPM /Eric Brodsky, MO

egulatory Project Manager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH
STAFF at 301-796-0700 ‘ ’ : ‘

{Revised: 6/2008)

' IF THERE ARE QUESTIONS, PLEASE CONTACT THE CDER PMHS VIA EMAIL (cderpmhs@fda.hhs.gov) OR AT 301-796-0700.
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- Debarment Certification

Debarment Certification

Centocor, Inc. hereby certifies that it did not and will not use in any capacity the services
of any person debarred under section 306 of the Federal Food, Drug and Cosmetic Act in
connection with this application. '

Name Stella S.J onés, Ph.D
Title Vice President, Worldfyide Regulatory Affairs
Signature

Date




NDA/BLA REGULATORY FILING REVIEW
(Including Memo of Filing Meetipg)

ND éﬁpf;iément :

BLA# 125289 BLA STN #
Proprietary Name: Simponi '
Established/Proper Name: Golimumab

Dosage Form: subcutaneous
Strengths: 50 mg

Applicant: Centocor, Inc.
Agent for Applicant (if applicable):

Date of Application: June 24, 2008
Date of Receipt: June 24, 2008
Date clock started after UN:

PDUFA Goal Date: April 24, 2009 Action Goal Date (if different):

Filing Date: August 23, 2008
Date of Filing Meeting: August 5, 2008

Chemical Classification: (1,2,3 etc.) (original NDAs only)

Proposed Indication(s): Rheumatoid Arthritis, Psoriatic Arthritis and Ankylosing Spondylitis

Type of Original NDA: ' [1505(b)(1)
AND (if applicable) ] 505(b)(2)
Type of NDA Supplement: [1505(b)(1)
' ‘ [1505(b)(2)
Refer to Appendix A for further information.
Review Classification: Xl Standard
[] Priority

If the application includes a complete response to pediatric WR,
review classification is Priority.

[] Tropical disease Priority

If a tropical disease Priority review voucher 7 revie . .
If a tropic iy re her was submitted, w review voucher submitted

classification defaults to Priority.

Resubmission after withdrawal? [_]
Resubmission after refuse to file? [ ]

Part 3 Combination Product? [_] [ ] Drug/Biologic
[l Drug/Device
X Biologic/Device
[] Fast Track . [_] PMC response
[] Rolling Review [ 1 PMR response:
[] Orphan Designation [1FDAAA [505(0)]
[ 1 PREA deferred pediatric studies [21 CFR
[] Rx-to-OTC switch, Full 314.55(b)/21 CFR 601.27(b)]
] Rx-to-OTC switch, Partial [] Accelerated approval confirmatory studies (21
[] Direct-to-OTC CFR 314.510/21 CFR 601.41)
[] Animal rule postmarketing studies to verify
Other: clinical benefit and safety (21 CFR 314.610/21 CFR
601.42)

Version 6/9/08



Collaborative Review Division (if OTC product):

List referenced IND Number(s): 9925, 12723 and 12729

PDUFA and Action Goal dates correct in tracking system? YES
CJNo

If not, ask the document room staff to correct them immediately.
These are the dates used for calculating inspection dates.

Are the proprietary, established/proper, and applicant names YES
correct in tracking system? e

If not, ask the document room staff to make the corrections. Also,
ask the document room staff to add the established name to the
supporting IND(s) if not already entered into tracking system.

Are all classification codes/flags (e.g. orphan, OTC drug, X] YES
pediatric data) entered into tracking system? O No

If not, ask the document room staff to make the appropriate
entries.

Is the apphcatlon affected by the Application Integrity Policy | [ | YES
(AIP)? Check the AIP list at: Xl NO
http:/fwww.fda.gov/ora/compliance ref/aiplist.html

If yes, explain:

If yes, has OC/DMPQ been notified of the submission? C1YES
[INO

Comments:

Form 3397 (User Fee Cover Sheet) submltted - X YES
[INO

User Fee Status Paid

] Exempt (orphan, government)
["] Waived (e.g., small business,
Comments: public health)

[ ] Not required

Note: 505(b)(2) applications are no longer exempt from user fees pursuant to the passage of FDAAA. It is
expected that all 505(b) applications, whether 505(b)(1) or 505(b)(2), will require user fees unless
otherwise waived or exempted (e.g., business waiver, orphan exemption).

Does another product have orphan excluswrty for the same L] YES
indication? Check the Electronic Orange Book at: NO
http://'www.fda.gov/cder/ob/defanlt. him

If yes, is the product considered to be the same product [JYES
according to the orphan drug definition of sameness [21 CFR | [[] NO
316.3(b)(13)]?

Version 6/9/08 2



If 'yes, consult the Director, Division of Regulatory Policy II,
Office of Regulatory Policy (HFD-007)

Comments:

Has the applicant requested 5-year or 3-year Waxman-Hatch
exclusivity? (NDAs/NDA efficacy supplements only)

Note: An applicant can receive exclusivity without requesting it;
therefore, requesting exclusivity is not required.

Comments:

[] YES
# years requested:

] NO

If the proposed product is a single enantiomer of a racemic
drug previously approved for a different therapeutic use
(NDAs only): :

Did the applicant (a) elect to have the single enantiomer
(contained as an active ingredient) not be considered the
same active ingredient as that contained in an already
approved racemic drug, and/or (b) request exclusivity
pursuant to section 505(u) of the Act (per FDAAA Section
1113)? '

If yes, contact Mary Ann Holovac, Director. of Drug Information,
OGD/DLPS/LRB.

[ Not applicable

] YES
] NO

1. Is the application for a duplicate of a listed drug and
eligible for approval under section 505(j) as an ANDA?

2. Is the application for a duplicate of a listed drug whose
only difference is that the extent to which the active
ingredient(s) is absorbed or otherwise made available to
the site of action less than that of the reference listed
drug (RLD)? (see 21 CFR 314.54(b)(1)).

3. Isthe application for a duplicate of a listed drug whose
only difference is that the rate at which the proposed
product’s active ingredient(s) is absorbed or made
available to the site of action is unintentionally less than
that of the listed drug (see 21 CFR 314.54(b)(2))?

Note: If you answered yes to any of the above questions, the
application may be refused for filing under 21 CFR 314.101(d)(9).

1O No

[] Not applicable

IjYES
[] NO

[]YES

Version 6/9/08



4. Isthere unexpired exclusivity on the active moiety (e.g.,
5-year, 3-year, orphan or pediatric exclusivity)? Check
the Electronic Orange Book at:

http://www.fda.gov/cder/ob/default htm

If yes, please list below:

Application No. Drug Name

Exclusivity Code

Exclusivity Expiration

If there is unexpired, 5-year exclusivity remaining on the active moiety for the proposed drug
product, a 505(b)(2) application cannot be submitted until the period of exclusivity expires
(unless the applicant provides paragraph IV patent certification; then an application can be
submitted four years after the date of approval,) Pediatric exclusivity will extend both of the
timeframes in this provision by 6 months. 21 CFR 108(b)(2). Unexpired, 3-year exclusivity will

Do not check mixed submission if the only electromc component
Is the content of labeling (COL).

‘ only.block the ﬂaroval ot th the submzsszon of a 505(b)(2 application.

|:| All paper (except for COL)
[] Al electronic
[ ] Mixed (paper/electronic)

CTD

[JNonCTD .
Comments: ] Mixed (CTD/non-CTD)
If mixed (paper/electronic) submission, which parts of the
application are submitted in electronic format?
If electronic submission:
paper forms and certifications signed (non-CTD) or X] YES

electronic forms and certifications signed (scanned or digital
signature)(CTD)?

Forms include: 356h, patent information (3542a), financial
disclosure (3454/3455), user fee cover sheet (3542a), and clinical
trials (3674); Certifications include: debarment certification,
patent certification(s), field copy certification, and pediatric
certification.

Comments:

If electronic submission, does it follow the eCTD guidance?
(http-/twww.fda.gov/cder/guidance/708 7rev. pdf)

If not, explain (e.g., waiver granted):

Version 6/9/08




Form 356h: Is a signed form 356h included?

If foreign applicant, both the applicant and the U.S. agent must
sign the form.

Are all establishments and their registration numbers listed Xl YES
on the form? [] NO
Comments:

Index: Does the submission contain an accurate X1 YES
comprehensive index? [J No
Comments:

Is the submission complete as required under 21 CFR 314.50 | [X] YES
(NDAs/NDA efficacy supplements) or under 21 CFR 601.2 ] NO

(BLAs/BLA efficacy supplements) including:

legible
X English (or translated into English)

. pagination
] navigable hyperlinks (electronic submlssmns only)

If no, explain:

Controlled substance/Product with abuse potential:

X] Not Applicable

Abuse Liability Assessment, including a proposal for [] YES
scheduling, submitted? ] NO

Consult sent to the Controlled Substance Staff? [] YES
Comments: [] NO

BLAs/BLA efficacy supplements only:

Companion application received if a shared or divided L1YES
manufacturing arrangement? ] NO

_VIf yes, BLA #~ _

Patent mfbrmahon submitted on form FDA 354227

Comments:

éorrectly worded Debarment Certification with authorized
signature?

If foreign applicant, both the applicant and the U.S. Agent must -

sign the certification.
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Note: Debarment Certification should use wording in FD&C Act
section 306(k)(1) i.e., “[Name of applicant] hereby certifies that it
did not and will not use in any capacity the services of any person
debarred under section 306 of the Federal Food, Drug, and
Cosmetic Act in connection with this application.” Applicant may
not use wording such as, “To the best of my knowledge...”

I"i?;:ald Copy Certlficatlon thatitisa true copy of the CMC
technical section (applies to paper submissions only)

Fmanclal D1sclosure forms mcluded with authorlzed
signature?

Forms 3454 and/or 3455 must be included and must be signed by
the APPLICANT, not an Agent.

Note: Financial disclosure is required for bicequivalence studies
that are the basis for approval.

Comments:

Note: N NDAs/BLAs/efficacy supplements for new active ingredients,
new indications, new dosage forms, new dosing regimens, or new
routes of administration trigger PREA. All waiver & deferral
requests, pediatric plans, and pediatric assessment studies must be
reviewed by PeRC prior to approval of the application/supplement.

Are the required pediatric assessment studies or a full waiver
of pediatric studies included?

If no, is a request for full waiver of pediatric studies OR a

request for partial waiver/deferral and a pediatric plan
included?

e Ifno, request in 74-day letter.

* If yes, does the application contain the
certification(s) required under 21 CFR 314.55(b)(1),
(€)(2), (c)(3)/21 CFR 601.27(b)(1), (c)(2), (c)(3)

Comments: A request for a partial waiver and deferral is
included but the Spensor did not include a pediatric plan.

If maroon field copy jackets from foreign applicants are received,
return them 0 CDR or delzve to_the appropriate field office.

I_—_l Not Apphcable (electronic
submission or no CMC technical
section)

[] YES

] NO

(] Not Applicable
L]y
NO

[] YES
Xl NO
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BPCA (NDAs/NDA efficacy supplements only):

Is this submission a complete response to a pediatric Written
Request? :

If yes, contact PMHS (pediatric exclusivity determination by the
Pediatric Exclusivity Board is needed).

Check all types of labeling submitted.

Comments:

[] Not applicable

Xl Package Insert (P)

X Patient Package Insert (PPI)
Instructions for Use

] MedGuide ’

Carton labels

[X{] Immediate container labels

[] Diluent
‘ [] Other (specify)
Is electronic Content of Labeling submitted in SPL format? YES
: [ NO
If no, request in 74-day letter.
Comments:
Package insert (PT) submitted in PLR format? YES
' [l NO
If no, was a waiver or deferral requested before the ] YES
application was received or in the submission? ] NO
If before, what is the status of the request?
If no, request in 74-day letter.
Comments: ‘
-| All labeling (PI, PPI, MedGuide, carton and immediate X YES
container labels) consulted to DDMAC? [ NO

Comments:

MedGuide or PPI (plus PI) consulted to OSE/DRISK? (sernd

[l Not Applicable

WORD version if available) X YES
] No
Comments:
REMS consulted to OSE/DRISK? [] Not Applicable
YES
Comments: : []NO
Carton and immediate container labels, PI, PP, and (] Not Applicable
proprietary name (if any) sent to OSE/DMEDP? YES
. NO

Comments:
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Not Applicable

Check all types of labeling submitted. [] Outer carton label
[] Immediate container label
[] Blister card
[ ] Blister backing label
[J Consumer Information Leaflet
(CIL)

Comments: [] Physician sample
[[] Consumer sample
[ ] Other (specify)

Is electronic content of labeling submitted? L] YES
1 No

If no, request in 74-day letter.

Comments:

Are annotated specifications submitted for all stock keeping | [_] YES

units (SKUs)? ] NO

If no, request in 74-day letter.

Comments:

If representative labeling is submitted, are all represented L] YES

SKUs defined? [] NO

| If no, request in 74-day letter.

Comments:

Proprietary name, all labeling/packaging, and current ] YES
] No

approved Rx PI (if switch) sent to OSE/DMEDP?

Comments:

M v R &
End-of Phase 2 meeting(s)?
_Ifyes, distribute minutes before filing meeting.

YES. _
Dates: April 6, May 16, 17, and
19, 2005

Comments: [] NO
Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)? YES

If yes, distribute minutes before filing meeting.

Comments:

Date(s): September 21, 2007
(] No

Any Special Protocol Assessment (SPA) agreements? L] YES

If yes, distribute letter and/or relevant minutes before filing Date(s):

meeting. NO

Comments:
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ATTACHMENT

MEMO OF FILING MEETING

DATE: August 5, 2008

NDA/BLA #: 125289

PROPRIETARY/ESTABLISHED NAMES: SIMPONI (golimumab)

APPLICANT: Centocor, Inc.

BACKGROUND: Thisisa monoclonél antibody indicated for theumatoid arthritis, psoriatic
arthritis and ankylosing spondylitis.

(Provide a brief background of the drug, (e.g., molecular entity is already approved and this NDA is for an
extended-release formulation; whether another Division is involved; foreign marketing history; etc.)

REVIEW TEAM:

ST

AIR.eg‘ulatory Projéct Management RPM: T Sharon Tumer-Rmehardt Ty
CPMS/TL: | Parinda Jani N
Cross-Discipline Team Leader (CDTL) | Sarah Okada Y
Clinical Reviewer: | Eric Brodsky Y
TL: Sarah Okada Y
Social Scientist Review (for OTC Reviewer:
products)
TL:
Labeling Review (for OTC products) Reviewer:
TL: -
OSE : " | Reviewer: | Carlos Mena-Grillasca Y
Kendra Worthy Y
TL: Kristina Arnwine Y
Clinical Microbiology (for antimicrobial | Reviewer:
producls)
TL:
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Clinical Pharmacology Reviewer: | Lei Zhang Y
TL: Suresh Doddapaneni N
Biostatistics Reviewer: | Joan Buenconsejo Y
Jonathan Norton Y
TL: Dionne Price Y
Nonclinical Reviewer: | Gary Bond Y
(Pharmacology/Toxicology)
TL: Adam Wasserman Y
Statistics, carcinogenicity Reviewer:
TL:
Product Quality (CMC) Reviewer: | Kurt Brorson Y
TL: Kathleen Clouse Y
Facility (for BLAs/BLA supplements) Reviewer: | Kalavati Suvarna Y
Patricia Hughes Y
TL:
Microbiology, sterility (for NDAs/NDA | Reviewer:
efficacy supplements)
TL:
Bioresearch Monitoring (DSI) Reviewer: | Susan Leibanhaunt Y
TL: Constance Lewin N
Other reviewers
OTHER ATTENDEES:

505(b)(2) filing issues?

If yes, list issues:

X Not Applicable
] YES
[] NO

Per reviewers, are all parts in English or English

translation?

If no, explain:

YES
[] NO

Version 6/9/08

10




Electronic Submission comments

[_] Not Applicable

List comments:
CLINICAL [ ] Not Applicable

X FILE

[] REFUSE TO FILE
Comments; Review issues for 74-day letter
e Clinical study site(s) inspections(s) needed? X YES

[l NO

If no, explain:

» Advisory Committee Meeting needed? [T YES

Date if known:
Comments: NO

If no, for an original NME or BLA application, include the
reason. For example:
o  this drug/biologic is not the first in its class
O  the clinical study design was acceptable
o  the application did not raise significant safety
or efficacy issues
O  the application did not raise significant public
health questions on the role of the
drug/biologic in the diagnosis, cure,
mitigation, treatment or prevention of a
disease

'] To be determined

Reason: This biologic is not the first
in its class.

» If the application is affected by the AIP, has the
division made a recommendation regarding whether
or not an exception to the AIP should be granted to
permit review based on medical necessity or public
health significance?

X Not Applicable
] YES
L] No

Comments:
CLINICAL MICROBIOLOGY Not Applicable
] FILE
["] REFUSE TO FILE
Comments: ] Review issues for 74-day letter
CLINICAL PHARMACOLOGY [ ] Not Applicable
FILE
(1 REFUSE TO FILE
| Comments: [C] Review issues for 74-day letter
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¢ Clinical pharmacology study site(s) inspections(s)
needed?

L] YES
X NO

BIOSTATISTICS

Comments:

[ ] Not Applicable
FILE
[] REFUSE TO FILE

(] Review issues for 74-day letter

NONCLINICAL
(PHARMACOLOGY/TOXICOLOGY)

[ ] Not Applicable
X FILE
[[] REFUSE TO FILE

] Review issues for 74-day letter

Comments:
PRODUCT QUALITY (CMC) L] Not Applicable

FILE

[] REFUSE TO FILE -
Comments: [] Review issues for 74-day letter

¢ Categorical exclusion for environmental assessment
(EA) requested?

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments:

[ ] Not Applicable
Xl YES
[J NO

[1YES
[] NO

] YES
NO

e Establishment(s) ready for inspection?

[L] Not Applicable

YES
[ No
=  Establishment Evaluation Request (EER/TBP-EER) | [_] Not Applicable
submitted to DMPQ? X YES
[J NO
Comments:
o Sterile product? X YES
: [] NO
If yes, was Microbiology Team consulted for [] YES
validation of sterilization? (NDAs/NDA 1 NO

supplements only)

Version 6/9/08
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- The apphcatlon is ahsultable for ﬁlmg Explain why

FACILITY (BLAs only) [1 Not Applicable
. FILE
[l REFUSE TO FILE
Comments: ‘ [] Review issues for 74-day letter

Slgnatory Authorlty Curtis Rosebraugh' T

GRMP Timeline Milestones: sece GRMP timeline sheet

Comments:

The application, on its face, appears to be suitable for filing.

[ No review issues have been identiﬁed for the 74-day letter.

X} Review issues have been identified for the 74-day letter. List (optional):
Standard Review

[1 Priority Review

R 2
Ensure that the review and chemical classification codes, as well as any other pertinent
classification codes (e.g., orphan, OTC) are correctly entered into tracking system.

If RTF action, notify everybody who already received a consult request, OSE PM., and
Product Quality PM. Cancel EER/TBP-EER.

If filed and the application is under AIP, prepare a letter either granting (for signature by
Center Director) or denying (for signature by ODE Director) an exception for review.

If BLA or priority review NDA, send 60-day letter.

Send review issues/no review issues by day 74

Other

Version 6/9/08 13




ADRA Rev #1 of Action Package for BLA 125289, Simponi (golimumab), 50 mg syringe and
50 mg autoinjector

Reviewer: Lee Ripper, ODE II 5@&4}) ‘ /
Date received: April 3, 2009 434 (o 9
Date of review: April 10, 2009

Date original BLA received: June 24, 2008
UF goal date: April 24, 2008

Proposed Indication: RA in combo with MTX, psoriatic arthritis alone or in combo with MTX,
ankylosing spondylitis

Action type: AP .

RPM: Sharon Turner-Rinehardt

Drug Classification: S

Debarment Certification: AC, signed and dated 6-3-08

Financial Disclosure: The MOR page 19 is ambiguous as to whether or not outcome payments
were among the types of financial interests disclosed. I reviewed the financial disclosure section
of the application. There were no disclosed outcome payments. All financial interests were
SPOOS or equity interest.

Safety Update: 10-21-08

Clinical Inspection Summary: 2-10-09, no regulatory violations noted, data may be used in
support of AP.

DMEPA Review of Proprietary Name: Simponi AC 2-18-09.

DMEPA Review of Carton and Container Labels: 3-20-09, multiple comments

DRISK Review of MedGuide and Patient Instructions for Use: 3-20-09, multiple comments
DDMAC Review of PI and labels: 2-11-09, multiple comments

DDMAC Review of MedGuide: 1-30-09, multiple comments

SEALD Review of PLR: None ‘

EA: Categorical exclusion claimed

EER: AC per email dated 3-25-09 form Marisa Stock

PSC Mtg: Included in WU Mtg, see memo dated 3-5-09

REMS: Consists of MedGuide, Communication Plan, and timetable of assessments.

CDTL Review: Dr. Okada, CM 3-31-09

PMRs: PREA study in 2-16 yo.

PMCs: 1. Optimize the existing assay for adventitious virus contamination or develop a new
assay. 2. Drug-drug interaction studies to assess the potential effect of golimumab on cyt P450
substrate drugs. 4/24: The sponsor responded with revised labeling. The review team accepted
the labeling revision and determined that PMC #2 was no longer needed as the revised wording
was essentially the same as would have resulted had a drug-drug interaction been shown.

ADP/T review by Paul Brown, CM 3-26-09



2nd RESEND: SIMPONI BLA 125289: FDA Comments on MedGuide and Patient Instru... Page 1 of 2

Turner-Rinehardt, Sharon

From: Turner-Rinehardt, Sharon _

Sent: Thursday, April 23, 2009 6:03 PM

To: 'Paxson, Bethany [CNTUSY

Subject: RE: BLA 125289 Golimumab: FDA Revisions on Labeling

Importance: High
Sensitivity:  Confidential
Attachments: FDA Revisions_4nd Round_ 042309.pdf

Dear Bethany,

Please see the revised wording proposed for the labeling. Also, please make sure that there are 2 spaces after
every period in the label. Regarding the word "revised" at the end of the labeling, the word "revised" should be

maintained as this is the correct language. | ask that you provide a response to our revisions by 10 am, Friday,
April 24, 2009. If you have any questions, please contact me.

Also, as a follow-up to our telephone conversation, we are not requiring any PMRs for this application.

Regards,
Sharon

Sharon Turner-Rinehardt

Regulatory Health Project Manager

Division of Anesthesia, Analgesia and Rheumatology Products’
Email: sharon.turner-rinehardt@fda.hhs.gov

From: Paxson, Bethany [CNTUS] [mailto:BPaxson@its.jnj.com]

Sent: Thursday, April 23, 2009 1:44 PM

To: Turner-Rinehardt, Sharon

Subject: RE: BLA 125289 Golimumab: FDA Revisions and Comments on Labeling
Importance: High :
Sensitivity: Confidential

Hi Sharon,

Attached are our comments to your last round of revisions. As before, we have accepted those edits from the
FDA that we were in agreement with and have shown in track changes any additional edits/revisions we are
proposing. The CYP450 wording is included as track changes, however we agree with FDA’s proposed
revisions. Some minor points to note...now that the label is consistent in using the TNF-blocker terminology, we
have gone through and ensured that each occurence includes the hvphen. This is shown in track changes. In
the PIFU for the Autoinjector, we moved

-_ h(4)

Please let me know if you have any questions or need anything else from me. Do you think we will receive

Appears This Way

4/23/2009 -
On Original



2nd RESEND: SIMPONI BLA 125289: FDA Comments on MedGuide and Patient Instru... Page 1 of 1

Turner-Rinehardt, Sharon

From: Turner-Rinehardt, Sharon

Sent: Wednesday, April 22, 2009 7:04 PM

To: 'Paxson, Bethany [CNTUSY

Subject: BLA 125289 Golimumab: FDA Revisions and Comments on Labeling

Importance: High _
Sensitivity:  Confidential
Attachments: FDA Revisions_3nd Round_ 042209.pdf

Dear Bethany,

Please find attached our proposed revisions with comments to your revised labeling dated April 21, 2009. We
have accepted your revisions that the Division has found acceptable in the pdf document. | ask that you provide a
response to our revisions by 1pm, Thursday, April 23, 2009 or sooner if possible. If you have any questions,
please contact me. .

Regards,
Sharon

Sharon Turner-Rinehardt

Regulatory Health Project Manager

Division of Anesthesia, Analgesia and Rheumatology Products
Email: sharon.turner-rinehardt@fda.hhs.gov

4/23/2009



RE: BLA 125289 Simponi: PMCs ' Page 1 of 3

Turner-Rinehardt, Sharon

From: Paxson, Bethany [CNTUS] [BPaxson@its.jnj.com]
Sent: Wednesday, April 22, 2009 11:43 AM
To: Turner-Rinehardt, Sharon

Subject: RE: BLA 125289 Simponi: Response to Chemistry PMC
Importance: High
Sensitivity: Confidential

Hi Sharon,

Please see our response to the Chemistry PMC. This should address the Agency's request, however please let
me know if anything else is needed. Regarding the Clinical Pharmacology PMC, 1 will respond to you in a
separate email later.

Centocor commits to optimize the existing adventitious virus assay or develop an improved assay for use
at all contract Iocatlons performing adventitious virus contamination testing of unprocessed bulk
harvest.

Study Completion and Final Report Submission: April 2010

Thanks!

Best regards,

Bethany

@Betharny Paxson

Senior Director

Worldwide Regulatory Affairs
Centocor, Inc.

®Phone: (610) 651-6979

Fax; (610) 651-6123

Email: bpaxson@its.jnj.com

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information that is intended only for the individual or entity
named in the e-mail address. If you are not the intended recipient, you are hereby notified that any disclosure, copying, distribution, or reliance upon
the contents of this e-mail is strictly prohibited. If you have received this e-mail transmission in error, please reply to the sender, so that Centocor can
arrange for proper delivery, and then please delete the message from your inbox. Thank you.

From: Turner—Rlnehardt Sharon [mailto:Sharon. Turner-Rinehardt@fda.hhs.gov]
Sent: Tuesday, April 21, 2009 6:10 PM

To: Paxson, Bethany [CNTUS]

Subject: RE: BLA 125289 Simponi: Response to Chemlstry PMC

Importance: High

Sensitivity: Confidential

Dear Bethany,

This response is not a commitment to conduct the PMC as stated in the April 20, 2009 email. We are not
asking for a PMC to conduct a review of the assay procedures but to conduct the assay. For this
application to move forward, you must provide an agreement to conduct the assay as stated in the email or
provide a rationale for not conducting the PMC as stated.

Regards,
Sharon

4/23/2009



2nd RESEND: SIMPONI BLA 125289: FDA Comments on MedGuide and Patient Instru... Page 1 of 1

Turner-Rinehardt, Sharon

From: Turner-Rinehardt, Sharon

Sent: Friday, April 17, 2009 4:45 PM

To: 'Paxson, Bethany [CNTUS]'

Subject: BLA 125289 Golimumab: FDA Comments on Package Insert

Importance: High
Sensitivity: Confidential 1
Attachments: FDA Revisions for PI_2nd Round__ 041709.pdf

Dear Bethany,

Please find attached our proposed revisions with comments to your revisions dated April 3, 2009. We have
accepted your revisions that the Division has found acceptable in the pdf document. 1 ask that you provide a
response to our revisions by 4pm, Tuesday, April 21, 2009 or sooner if possible. If you have any questions,
please contact me.

Regards,
Sharon

Sharon Turner-Rinehardt

Regulatory Health Project Manager

Division of Anesthesia, Analgesia and Rheumatology Products
Email: sharon.turner-rinehardt@fda.hhs.gov

4/23/2009



Turner-Rinehardt, Sharon

From: Turnér—Rinehardt, Sharon

‘ent: . Wednesday, April 15, 2009 1:06 PM
108 'Paxson, Bethany [CNTUST
Subject: RE: BLA 125289 Simponi: PMCs
Importance: High
Sensitivity: Confidential

Dear Bethany,

We are requesting the following PMCs for the golimumab application. | ask that you review the PMCs and provide your
agreement as well as the timelines for each study by 3pm, Friday, March 17, 2008.

Clinical Pharmacology

To conduct in vivo drug interaction studies in patients with elevated TNFa levels to assess the potential effect of
golimumab on cytochrome P450 substrate drugs. A “cocktail” study with multiple P450 probe substrate drugs
may be considered.

Protocol Submission:
Study Start: .

Study Completion:

Final Report Submission:

Chemistry ,

To optimize the existing assay or develop an improved assay for detection of adventitious virus contamination in b(4)
he unprocessed bulk harvest performed at =—————

Study Completion:
Final Report Submission:

If you have any questions, please contact me.

Regards,
Sharon

Sharon Turner-Rinehardt

Regulatory Health Project Manager

Division of Anesthesia, Analgesia and Rheumatology Products
‘Office of Drug Evaluation I

Phone: (301) 796-2254 -

Fax: (301) 796-9713

Email: sharon.turner-rinehardt@fda.bhs.gov



SIMPONI BLA 125289 , Page 1 of 2

Turner-Rinehardt, Sharon

From: Turner-Rinehardt, Sharon

Sent: Tuesday, April 14, 2009 8:31 PM

To: 'Paxson, Bethany [CNTUSY .
Subject: BLA 125289 Simponi: Revised REMS and Medguide and PIFU

Importance: High
Sensitivity: Confidential

Attachments: BLA 125289 REMS Revisions_041409.pdf; FDA Revisions_Medguide and PIFU_2nd Round_
041409.pdf

Dear'Bethany,
Please find attached the revisions for the REMS as well as the Medication Guide and Patient Instructions for
Use. ' .

Regarding the REMS, the Division of Risk Management (DRISK) has completed their review of your proposed
REMS and requested the changes noted in the attached document for the REMS to be acceptable. The following
is also required for this application. When you submit the revised documents for the REMS, you should also state
that you agree to the two items below.

)

4/23/2009



SIMPONI BLA 125289 | Page 2 of 2

Regarding the Medication Guide and Patient Instructions for Use, there are some minor changes and an addition
of a figure in the PIFU. ‘

| anticipate sending the remaining package insert with our revisions to you by Thursday or Friday. You may wait
for the package insert and respond to the entire label at the same time. However, | would like a response to the
REMS material by 3 pm (EST), Friday, April 17, 2009. If you have any questions, please contact me.

Regards,
Sharon

Sharon Turner-Rinehardt

Regulatory Health Project Manager )

Division of Anesthesia, Analgesia and Rheumatology Products
Email: sharon.turner-rinehardt@fda.hhs.gov

4/23/2009



RE: Confirmation of Centocor Teleconference at 3pm today Page 1 of 1

Turner-Rinehardt, Sharon

From: Turner-Rinehardt, Sharon

Sent: Friday, March 27, 2009 5:02 PM

To: ‘Paxson, Bethany [CNTUS]'

Subject: BLA 125289 Golimumab: Revised DRAFT Package Insert, MedGuide and Patient Instructions

Importance: High
Sensitivity:  Confidential
-Attachments: Revised Pl and MedGuide for Sponsor_032709.pdf

Dear Bethany,

Please find attached our DRAFT revised version of the package insert, medguide and patient instructions.

Please note that our management has not completed reviewing these items; therefore, there may be additional
revisions. However, we wanted to provide you with adequate time to review our revisions. | ask that you provide
concurrence, comments and/or edits by Spm (EST), Friday, April 3, 2009. | am aware that the figures requested
in the patient instruction sheets may require additional time. | ask that you provide me with a timeframe that these
items may be completed keeping in mind that these items will need to be reviewed again before the action date.

If you have any questions, please contact me.

Regards,
Sharon

Sharon Turner-Rinefardt

Regulatory Health Project Manager :
Division of Anesthesia, Analgesia and Rheumatology Products
Phone: (301) 796-2254

Fax: (301) 796-9723 .

Email: sharon.turner-rinehardt@fda:hhs.gov

3/30/2009



Hughes_, Patricia

From: - Stock, Marisa
Sent: . Wednesday, March 25, 2009 4:10 PM
To: Hughes, Patricia
Cc: CDER-TB-EER
Subject: RE: TB-eer final for BLA 125289 golimumab from Centocor

The Manufacturing Assessment and Pre-Approval Compliance Branch has completed its review and evaluation of the TB-
EER below. Please see the original request below for the compliance status of each facility. There are no pending or
ongoing compliance actions to prevent approval of BLA 125289 at this time.

Marisa Stock

Consumer Safety Officer

Food and Drug Administration
CDER/OC/DMPQ

10903 New Hampshire Avenue
Building 51, Room 4243
Silver Spring, MD 20993
Phone: (301) 796-4753

From: Hughes, Patricla .

Sent: Thursday, March 19, 2009 8:08 AM

To: . CDER-TB-EER

Cc: Suvarna, Kalavati; Hoyt, Colleen

Subject: TB-eer final for BLA 125289 golimumab from Centocor

Please conduct the following final assessment the following sites for the BLA 125289 for gollmumab from Centocor The
PDUFA date Is April 24, 2009.

The sites are as follows:-

T - &)

CNTO 148 drug substance is manufactured and the PFS are release tested at (site was recently inspected by
BMT in 2009):

Centocor’

Einsteinweg 101

2333 CB Leiden

The Netherlands

FEI= 3002806632
Inspected January 28 - February 3, 2009 by the Biotech Manufacturing Team and considered acceptable after review by
the International Compliance Branch. The inspection was classified VAI.

CNTO 148 PFS are assembled with the Céntocor Automjector Of ene—————— 2} Cilag.
This site is also responsible for the fumctional and sterility test of stability samples. The site 1nformat10n is as b@“
follows:
- Cilag AG
Hochstrasse 201




8205 Schafféusei'
' Switzerland

FEI= 3002806695
Inspected June 21-28, 2007 and classified VAL The SVS profile was covered and is acceptable.

Labeling and packaging of the PFS assembled occur at:
Ortho-McNiel Pharmaceuticals, Inc.
1000 Route 202
" Raritan, NJ 08869
USA

FEI=2211100
" Inspected January 5-15, 2009 and classified VAL This site is an acceptable packerlrepacker for profiles SVL and SVS

Sterility testing:

B e Emm )
b(&)

Thank you.

Patricia




RE: Confirmation of Centocor Teleconference at 3pm today Page 1 of 6

Turner-Rinehardt, Sharon

From: Turner-Rinehardt, Sharon

Sent: Tuesday, March 10, 2009 6:16 PM

To: '‘Paxson, Bethany [CNTUS]

Subject: RE: BLA 125289 Golimumab: REMS Proposal Information Request

Sensitivity:  Confidential :
Attachments: Golimumab_Appendix 1 riskcomm_031009.pdf

Hi Bethany,

As a follow-up to our telephone conversation, no, the items in section 4C are not required on March 20. This
information will be required at a later date if the application is approved.

Also, please find attached as discussed in our telephone conversation, our edits to Appendix 1. | ask that you
submit your comments/edits or your agreement with the changes with the other items requested on March 20. If
you have any other questions, please contact me.

Regards,
Sharon

Sharon Turner-Rinehardt

Regulatory Health Project Manager

Division of Anesthesia, Analgesia and Rheumnatology Products
Phone: (301) 796-2254

Fax: (301) 796-9723

Email: sharon.turner-rinehardt@fda.hhs.gov

From: Paxson, Bethany [CNTUS] [mailto:BPaxson@its.jnj.com]

Sent: Tuesday, March 10, 2009 5:53 PM

To: Turner-Rinehardt, Sharon

Subject: RE: BLA 125289 Golimumab: REMS Proposal Information Request
Importance: High

Sensitivity: Confidential

Hi Sharon,

In reviewing this Information Request in detail today, we would like to ask one question of clarification. In Item
4.C. below, we would like to clarify FDA's expectation regarding the timeframe for providing the detailed plans on
the items i. through x. Are these expected on March 20 as weli?

Many thanks!
Best regards,
Bethany

Bethamny Paxson

Senior Director

Worldwide Regulatory Affairs
Centocor, Inc.

Phone: (610) 651-6979

Fax; (610) 651-6123

Email: bpaxson@its.jnj.com

3/25/2009



RE: Confirmation of Centocor Teleconference at 3pm today APage 1of5

Turner-Rinehardt, Sharon

From: Turner-Rinehardt, Sharon
Sent: Monday, March 09, 2009 1:16 PM
To: 'Paxson, Bethany [CNTUST

Subject: BLA 125289 Golimumab: REMS Proposal Information Request
Importance: High
Sensitivity: Confidential

Dear Bethany,

The Division of Risk Management (DRISK) has reviewed your proposed REMS and have the following

comments. This information will also be provided in a formal letter; however, in essence of time, | am providing

the information via email now. | ask that you provide all the requested information by 5 pm, Friday, March 20,
2009.

Resubmit the revised Proposed REMS with appended materials, and the REMS Supporting Document.
Provide a track changes and a clean version of all
revised materials and documents. Submit your proposed REMS and other materials in WORD format.

b(4)

3/25/2009
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION _
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: March 5, 2009

TO: File
FROM: ~ Sharon Turner-Rinehardt, Regulatory Health Project Manager 8‘?'
SUBJECT: Pre-Approval Safety Conference

BLA 125289 Simponi (Golimumab)

In lieu of a separate preapproval safety conference with OSE staff, the Division decided to
include this as part of the Wrap-Up meeting for BLA 125289 which was held on February 19,
2009. Members of the OSE staff present at the meeting were Chris Wheeler Manager, Ann
McMahon, Kendra Worthy, Kate Heinrich and Carlos Mena-Grillasca. Also present at the
meeting were the following: Bob Rappaport, Rigoberto Roca, Kurt Brorson, Gary Bond, Suresh
Doddapaneni, Dionne Price, Thomas Permutt, Jonathan Norton, Lei Zhang, Joan Bueconsejo,
Adam Wasserman, Leah Ripper, Diana Walker, Patricia Hughes, Kalavati Suvarna, David Frucht
- and via telephone were the following: Curtis Rosebraugh, Kathleen Clouse and Pandu Soprey.

During the meeting, the clinical reviewer presented a comprehensive overview of the safety
profile of golimumab. OSE asked<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>