CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
20988

CHEMISTRY REVIEW(S)




DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
Review of Chemistry, Manufacturing and Controls

NDA: 20-988 Chem. Review: #1 Review Date: 5/14/99
Submission Type Document Date CDER Date Assigned Date
Original July 20, 1998, 1998 July 22, 1998 July 27, 1998
Name and Address of Applicant:
Wyeth Ayerst.Laboratories
P.O. Box 8299 MAY 14 1999

Philadelphia, PA 19101-8299

Drug Product Name:

Proprietary: PROTONIX™ |V. -
Non-proprietary/USAN and CAS: pantoprazole sodium sesquihydrate
Code Number (CAS): 138786-67-1
Code Number (laboratory): B8610-23, B8610-023 (Byk-Gulden)
WAY-140951 (Wyeth-Ayerst code)
Chem. Type/Ther. Class Jiy;pgl, New Molecular Entity//Proton Pump Inhibitor

ANDA Suitability Petition/DESI/Patent Status: N/A
Pharmacological Category /Indications:
-proton pump inhibitor
-short term gastric acid suppression in GERD patients unable to take oral medication

Dosage Form: lyophilized powder for reconstitution

Strength: 40 mg (pantoprazole) per vial
Route of Administration: intravenous
How Dispensed: v R, oTC

Chemical Name, Molecular Formula, Molecular Weight , Structural Formula
Chemical Name :
Sodium-[5-(difiuoromethoxy)-2-[[(3,4-dimethoxy-2-pyridyl)-methyl]-sulfinyl]- 1H-benzimidazole sesquihydrate

Structure:
OCH;

OCH,

O y OCF,H
ey 1 |
Nae

Molecular Formula: C,¢H,, F;N,NaO,S x1.6H,0
Molecular Weight: 432 4 (includes water)
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NDA 20-98f
Page 2
Related Documents: NDA 20-987
Supporting Documents
, DMF REVIEW | LETTER
‘DMF '~ SuBJECT HOLDER STATUS DATE DATE
Drug Substance Manufacturer | Byk Gulden Deficient 4/2/99 2/14/99
i 4/5/99
Rubber closure supplier Adequate - | 5/13/99 —_—
B Glass vial supplier Not reviewed® | — —
B Glass vial supplier _) | Notreviewed* | — —

*It is not our policy to review DMFs for USP glass containers.

Consults:
Biopharm. Review. See report from David Udo, Ph.D.
Sterility Review. Approval is recommended with regard to sterility assurance issues. See the
microbiology review from Neal Sweeny, Ph.D.

Remarks/Comments
This product is manufactured for Wyeth-Ayerst by Byk-Gulden; the packaging and release testing is
done at Wyeth-Ayerst. NDA 20-987 (Wyeth-Ayerst) for pantoprazole tablets was recently reviewed.
Consequently, many of the chemistry issues that are common to NDAs 20-987 and 20-988 have not
necessarily been documented here with the same degree of detail as in the former review. [ssues
specific to this dosage form have been highlighted in this review.

Conclusions and Recommendations
Insufficient information has been provided to demonstrate that the drug substance is a sesquihydrate
(as claimed) and which hydrated form was used in clinical studies. However, since the drug is
administered as a true solution, whether the drug substance is a monohydrate, sesquihydrate, etc. is
immaterial to its biological activity. The NDA should be considered approvable once the issues cited

in the deficiency letter are adequately addressed.
» 7
- _ IS/ f’// ?7/?;

Marie Kowblansky, PhD
Review Chemist, HFD-180

/3/_ | /1/7

Eric P. Duffy, PhD /
Chemistry Team Leader, HFD-180

cc: Orig. NDA 20-988
HFD-180/Division File
HFD-180/LTalarico )
DISTRICT OFFICE
HFD-180/CSO/MWalsh
HFD-820/JGibbs
HFD-180/EPDuffy
HFD-180/Mkowblansky
R/D init./EDuffy/5-14-99

g MK/dob FIT 5-14-99/ Word: n:wordfiles\chem\N\20988905.MK
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NDA 20-987

Page 1
DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
Review of Chemistry, Manufacturing and Controls
NDA: 20-988 Chem. Review: #2 Review Date: 6/1/99
Submission Type Document Date CDER Date Assigned Date
Original May 13, 1999 May 17, 1999 May 18, 19993UN - A 1999
Name and Address of Applicant:
- Wyeth Ayerst.Laboratories

P.O. Box 8299

Philadelphia, PA 19101-8299
Drug Product Name:

Proprietary: PROTONIX™ (V.

Non-proprietary/USAN and CAS: pantoprazole sodium sesquihydrate

Code Number (CAS): 138786-67-1

Code Number (laboratory): B8610-23, B8610-023 (Byk-Gulden)

WAY-140951 (Wyeth-Ayerst code)
Chem. Type/Ther. Class Iy.;;e-l- New Molecular Entity//Proton Pump Inhibitor
/S

ANDA Suitability Petition/DESI/Patent Status: N/A
Pharmacological Category /Indications:
-proton pump inhibitor
-short term gastric acid suppression in GERD patients unable to take oral medication

Dosage Form: lyophilized powder for reconstitution

Strength: 40 mg (pantoprazole) per vial
Route of Administration: intravenous
How Dispensed: v R, oTC

Chemical Name, Molecular Formula, Molecular Weight , Structural Formula
Chemical Name :

Sodium-[5-(diflucromethoxy)-2-[[(3,4-dimethoxy-2-pyridyl)-methyl}-sulfinyl}-1H-benzimidazoie
sesquihydrate

Structure:

OCF3H

N
_/ -
CH,—

Nae

Molecular Formula: C,¢H,, F,N;NaO,S x1.5H, 0
Molecular Weight: 432 4 (includes water)



NDA 20-987
Page 2

Consults: None

Remarks/Comments: See review.

Conclusions and Recommendations: The proposed labeling is unacceptable and should be modified

as noted in the attached review.
- ST /5

Marie Kowblansky, PhD /
Review Chemist, HFD-180

Sl Y

Eric P. Duffy, PhD _
Chemistry Team Leader, HFD-180

cc. Orig. NDA 20-988
HFD-180/Division File
HFD-180/LTalarico
DISTRICT OFFICE
HFD-180/CSO/MWalsh
HFD-820/JGibbs
HFD-180/EPDuffy
HFD-180/MKowblansky

c:wordfiles\chem\N\20988906. MK
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DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
Review of Chemistry, Manufacturing and Controls

NDA: 20-988 Chem. Review: #3 Review Date: 12/01/99
Submission Type Document Date CDER Date Assigned Date
AC August 31, 1999 September 1, 1999 September 8, 1999
Name and Address of Applicant:
Wyeth Ayerst.Laboratories
P.O. Box 8299

Philadelphia, PA 19101-8299

Drug Product Name:

Proprietary: PROTONIX™

Non-proprietary/USAN and CAS: pantoprazole sodium

Code Number (CAS): 164579-32-2

Code Number (laboratory): B8610-23, B8610-023 (Byk-Gulden)
WAY-140951 (Wyeth-Ayerst code)

Chem. Type/Ther. Class Type IS

ANDA Suitability Petition/DES/Patent Status: N/A
Pharmacological Category /Indications:
-proton pump inhibitor
-short term gastric acid suppression in GERD patients unable to take oral medication

Dosage Form: lyophilized powder for reconstitution

Strength: 40 mg (pantoprazole) per vial
Route of Administration: intravenous
How Dispensed: v R, OTC

Chemical Name, Molecular Formula, Molecular Weight , Structural Formula
Chemical Name :
Sodium-[5-(difluoromethoxy)-2-{[(3,4-dimethoxy-2-pyridyl)-methyl}-sulfinyl]- 1H-benzimidazole sesquihydrate

Structure:
OCH;4

N
<N> Cw—g—{g

Na@

OCF2H

7

Molecular Formula: Ci¢Hiq FzNaNaOS x1.5H, O
Molecular Weight: 432.4 (includes water)



NDA 20-987

Page 2
Related Documents: NDA 20-987
Supporting Documents
- R ©EDMF " REVIEW | LETTER
}‘ DMF SuBJECT - HOLDER STATUS DATE DATE
Drug Substance Manufacturer | Byk Gulden Deficient 4/2/99 2/4/99
4/5/99
i P 11/23/99
Rubber closure supplier Adequate 5/13/99 —_—
i Glass vial supplier ’ Not reviewed* — e
L Glass vial supplier N _J Not reviewed" —_— —_—

*It is not our policy to review DMFs for USP glass containers.

Consults:
Biopharm. Review. See report from David Udo, Ph.D.
Sterility Review. Approval is recommended with regard to sterility assurance issues. See the
microbiology review from Neal Sweeny, Ph.D.

Remarks/Comments
This product is manufactured for Wyeth-Ayerst by Byk-Gulden the packaging and release testing is
done at Wyeth-Ayerst. NDA 20-987 (Wyeth-Ayerst) for pantoprazole tablets was recently reviewed.
Consequently, many of the chemistry issues that are common to NDAs 20-987 and 20-988 have not
necessarily been documented here with the same degree of detail as in the former review. Issues
specific to this dosage form have been highlighted in this review.

Conclusions and Recommendations
The NDA is considered approvable (24 month expiration with storage at 2-8°C) once the remaining

deficiencies are adequately addressed. . &
/1877 iy

yl

Marie Kowblansky, PhD
Review Chemist, HFD-

/S/  ufuld

Liang Zhou, P!
Acting Chemistry Team Leader, HFD-180

cc: Orig. NDA 20-988

HFD-180/Division File

HFD-180/LTalarico

HFD-180/CSO/MWalsh

HFD-820/JGibbs

HFD-180/LZhou

HFD-180/MKowblansky -
c:wordfiles\chem\N\20988912. MK
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FEB -7 2000

DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
Review of Chemistry, Manufacturing and Controls

NDA: 20-988 Chem. Review: #4 Review Date: 2/3/00
Submission Type Document Date CDER Date Assigned Date
BC January 19, 2000 January 20, 2000 January 27, 2000
AC August 31, 1999 September 1, 1999
Original July 20, 1998, 1998 July 22, 1998
Name and Address of Applicant:
Wyeth Ayerst.Laboratories
P.O. Box 8299

Philadelphia, PA 19101-8299

Drug Product Name:

Proprietary: PROTONIX™

Non-proprietary/USAN and CAS: pantoprazole sodium

Code Number (CAS}): 164579-32-2

Code Number (laboratory): B8610-23, B8610-023 (Byk-Guiden)
WAY-140951 (Wyeth-Ayerst code)

Chem. Type/Ther. Class Type IS

ANDA Suitability Petition/DESI/Patent Status: N/A
Pharmacological Category /Indications:

-proton pump inhibitor

-short term gastric acid suppression in GERD patients unable to take oral medication
Dosage Form: lyophilized powder for recohstitution
Strength: 40 mg (pantoprazole) per vial

Route of Administration: intravenous

How Dispensed: v R, oTC

Chemical Name, Molecular Formula, Molecular Weight , Structural Formula
Chemical Name : :
Sodium-{5-(difluoromethoxy)-2-{[(3,4-dimethoxy-2-pyridyl)-methyl}-sulfinyl}- 1H-benzimidazole sesquihydrate

Structure:
OCHs;
OCH;
Ol ™
P/
N~ CHe—y <e
(o) = i}

Nae

Molecular Formula: C,sHis F2NaNaO,S x1.56H, O
Molecular Weight: 432.4 (includes water)



NDA 20-987

Page 2
Related Documents: NDA 20-987
Supporting Documents
) B . DMF ReViIEW | LEYTTER
h DMF v SUBJECT "~ HOLDER STATUS DATE DATE
Drug Substance Manufacturer Byk Guiden Adequate 1/14/00 2/4/99
4/5/99
5 - . 11/23/99
Rubber closure supplier Adequate 5/13/99 —_—
i Glass vial supplier Not reviewed* —_— ——
i Glass vial supplier __] Not reviewed"* — —

Consults:

Biopharm. Review. Approval is recommended. See report from David Udo, Ph.D.

*It is not our practice to review DMFs for USP glass containers.

Sterility Review. Approval is recommended with regard to sterility assurance issues. See the

microbiology review from Neal Sweeny, Ph.D.

Remarks/Comments: See review

Conclusions and Recommendations

The NDA is considered approvable pending the submission of satisfactory admixture photostability

data and compatibility information for the product with the admixture container. Ve

cc: Orig. NDA 20-988
HFD-180/Division File
HFD-180/LTalarico
HFD-180/CSO/MWalsh
HFD-820/JGibbs
HFD-180/LZhou
HF D-180/MKowblansky

c:wordfiles\chem\N\20988002 . 4MK

i

Marie Kowblansky, PhD
Review Chemist, HFD-18

ISI sh/.

Liang Zhou, PhD"

¢

-—

s

Chemistry Team Leader, HFD-180
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DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS

Review of Chemistry, Manufacturing and Controls

NDA: 20-988 Chem. Review: #5 Review Date: 8/14/00
Submission Type Document Date CDER Date Assigned Date
BC May 5, 2000 May 5, 2000 May 12, 2000 =
BZ . May 2, 2000 May 2, 2000 May 10, 2000 e
BC January 19, 2000 January 20, 2000
AC August 31, 1999 September 1, 1999
Original July 20, 1998, 1998 July 22, 1998

Name and Address of Applicant:
Wyeth Ayerst.Laboratories
P.O. Box 8299
Philadelphia, PA 19101-8299

Drug Product Name:

Proprietary: PROTONIX™

Non-proprietary/USAN and CAS: pantoprazole sodium

Code Number (CAS): 164579-32-2

Code Number (laboratory): B8610-23, B8610-023 (Byk-Gulden)
WAY-140951 (Wyeth-Ayerst code)

Chem. Type/Ther. Class =~ Type IS

ANDA Suitability Petition/DESI/Patent Status: N/A

- Pharmacological Category /Indications
-proton pump inhibitor ’
_ -short term gastric acid suppression.in GERD patients unable to take oral medication
& y 4
Dosage Form: lyophilized powder for reconstitution

Strength: 40 mg (pantoprazoie) per vial

Route of Administration: intravenous

How Dispensed: v R, ____ 0TC
Special Product: v_No Yes

Chemical Name, Molecular Formula, Molecular Weight , Structural Formula
Chemical Name : :

Sodium-[5-(difluoromethoxy)-2-[[(3,4-dimethoxy-2-pyridyl)-methyi]-sulfinyl}-1H-benzimidazole sesquihydrate

Structure:
OCH, -

Q o y OCFH
G LT
N

Molecular Formula: C,gHis F2NaNaO,S x1.6 H, O
Molecular Weight: 432.4 (includes water)

¢ ol



NDA 20-987

Page 2
Related Documents: NDA 20-987
Supporting Documents
: DMF REVIEW | LETTER
DMF SUBJECT : -‘HOLDER STATUS DATE | DATE
] Drug Substance Manufacturer Byk Guiden Adequate . 1/14/00 2/4/99
e 4/5/99
- . 11/23/99
Rubber closure supplier [ Adequate 5/13/99 ———
= n n & -
Glass vial supplier : Not reviewed* —_ ——
i Glass vial supplier \ Not reviewed* —_— —_—

*It is not our practice to review DMFs for USP glass containers.

Consults:
Biopharm. Review. Approval is recommended. See report from David Udo, Ph.D.
Sterility Review. Approval is recommended with regard to sterility assurance issues. See microbiology
review from Neal Sweeny, Ph.D. N

Remarks/Comments: See review

‘Conclusions and Recommendations:' Admixtures of this product require the use of an in-line filter
. during administration. The experimental’ evidence indicates that the concentration of active in the
admixture remains essentially unchanged after filtration. This application is considered Approvable,
pending 1) a resolution of the chemistry-igsues cited in the deficiency letter at the end of this review, 2) a
* decision from the medical reviewer that yse of an in-line filter during administration is acceptable since this
product is medically necessary, and 3) completion of the-Label Review.

+ s/
’ -~ - S' /A3 / o
‘ Marie Kowblansky, PhD / '
tT Review Chemist, HFD-180

/%rl 8//8/e

Liang Zliou, PhD"  /
Chemistry Team Leader, HFD-180
cc. Orig. NDA 20-988
HFD-180/Division File
HFD-180/LTalarico
HFD-180/CSO/CPerry
HFD-820/JGibbs
HFD-180/LZhou . -
HFD-180/MKowblansky

¢ o
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DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS SEP 14 2000

NDA: 20-988

Submission Type

Original

Review of Chemistry, Manufacturing and Controls

Chem. Review: #6 Review Date: 9/14/00
Document Date CDER Date Assigned Date

August 30, 2000 August 31, 2000 September 6, 2000
May 5, 2000 May 5, 2000 May 12,2000 ~
May 2, 2000 May 2, 2000 May 10, 2000

January 19, 2000 January 20, 2000

August 31, 1999 September 1, 1999

July 20, 1998, 1998 July 22, 1998

Name and Address of Applicant:
Wyeth Ayerst.Laboratories

P.O. Box 8299

Philadelphia, PA 19101-8299

Drug Product Name:

Proprietary: PROTONIX™ -

Non-proprietary/USAN and CAS: - pantoprazole sodium

Code Number (CAS): 164579-32-2

Code Number (laboratory): B8610-23, B8610-023 (Byk-Gulden)
WAY-1409851 (Wyeth-Ayerst code)

Chem. Type/Ther. Class Type IS

ANDA Suitability Petition/DESI/Patent Status: N/A

Pharmacological Category /Indications:
-proton pump inhibitor

-short term gastric acid suppression in GERD patients unable to take oral medication

Dosage Form: lyophilized powder for reconstitution

Strength: 40 mg (pantoprazole) per vial

Route of Administration: intravenous

How Dispensed:

Special Product:

v R, oTC

\/ No Yes

Chemical Name, Molecular Formula, Molecular Weight , Structural Formula

Chemical Name :

Sodium-[5-(difluoromethoxy)-2-{[(3,4-dimethoxy-2-pyridyl)-methyl)-sulfinyi]-1H-benzimidazole sesquihydrate

Structure:

- O

N
N CHz—ﬁ—<e
0O N

Molecular Formula:
Molecular Weight:

OCH3 -

oC
o OCF2H

Z
Nae

CigHie F2N3NaO‘S x1.5 H, O

432 .4 (includes water)




NDA 20-987

Page 2
Related Documents: NDA 20-987
Supporting Documents
DMF REVIEW | LETTER
DMF . SUBJECT HOLDER STATUS DATE DATE
Drug Substance Manufacturer | Byk Guiden Adequate 1/14/00 | 2/4/99
’ 4/5/99
! 11/23/99
Rubber closure supplier I Adequate 5/13/99 | -
B Glass vial supplier B Not reviewed* —_— U
B Glass vial supplier ) Not reviewed* — ——-

“Itis not our practice to review DMFs for USP glass containers.

Consults:
Biopharm. Review. Approval is recommended. See report from David Udo, Ph.D.
Sterility Review. Approval is recommended with regard to sterility assurance issues. See microbiology
review from Neal Sweeny, Ph.D. h

Remarks/Comments: See review

Conclusions and Recommendations: Admixtures of this product require the use of an in-line filter
during administration. The experimental evidence indicates that the concentration of active in the
admixture remains essentially unchanged after filtration. This application is considered Approvable,
pending 1) revision of the proposed specification, 2) a decision from the medical reviewer that due to
the medical necessity for this product use of an in-line filter during administration is acceptable, and 3)
completion of the Label Review.

Marie Kowblansky, PhD /
Review Chemist, HFD-180

_[S/ o/

Liang Zhou, P
Chemistry Team Leader, HFD-180
cc: Orig. NDA 20-988
HFD-180/Division File
HFD-180/LTalarico
HFD-180/CSO/CPerry
HFD-820/JGibbs
HFD-180/L.Zhou .
HFD-180/MKowblansky

/S/’/ Yysfec
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NOV 21 2000

DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
Review of Chemistry, Manufacturing and Controls

&DA: 20-988 Chem. Review: #7 Review Date: 11/20/00
Submission Type Document Date CDER Date Assigned Date

BC . November 3, 2000 November 6, 2000 November 8, 2000

BC August 30, 2000 August 31, 2000 September 6, 2000

BC May 5, 2000 May 5, 2000 May 12, 2000

BZ May 2, 2000 May 2, 2000 May 10, 2000

BC January 19, 2000 January 20, 2000

AC August 31, 1999 September 1, 1999

Original July 20, 1998, 1998 July 22, 1998

Name and Address of Applicant:
Wyeth Ayerst.Laboratories
P.O. Box 8299
Philadelphia, PA 19101-8299

Drug Product Name:

Proprietary: PROTONIX™

Non-proprietary/USAN and CAS: pantoprazole sodium

Code Number (CAS): 164579-32-2

Code Number (laboratory): B8610-23, B8610-023 (Byk-Gulden)
WAY-140951 (Wyeth-Ayerst code)

Chem. Type/Ther. Class Type IS

ANDA Suitability Petifion/DESI/Patent Status: N/A
Pharmacological Category /Indications:
-proton pump inhibitor
-short term gastric acid suppression in GERD patients unable to take oral medication

Dosage Form: lyophilized powder for reconstitution

Strength: 40 mg (pantoprazole) per vial

Route of Administration: intravenous

How Dispensed: v Ry ____orc
Special Product: v _No Yes

Chemical Name, Molecular Formula, Molecular Weight , Structural Formula
Chemical Name : _
Sodium-[5-(difluoromethoxy)-2-{[(3,4-dimethoxy-2-pyridyl)-methyl}-sulfinyl}]-1H-benzimidazole sesquihydrate

Structure: OCH, -

OCH,
N
CN) CHz_ﬁ_<e
0O N

Nae

OCF,H

7

Molecular Formula: CigHy F2N3NaOS x1.5H; 0
Molecular Weight: 432 .4 (includes water)



NDA 20-987

Page 2
Related Documents: NDA 20-987
Supporting Documents
DMF ReVIEW | LETTER
DMF SUBJECT HOLDER STATUS DATE DATE
r Drug Substance Manufacturer Byk Gulden Adequate 1/14/00 2/4/99
. 4/5/99
‘ 11/23/99
Rubber closure supplier Adequate 5/13/99 co——e
Glass vial supplier Not reviewed* — —
| Glass vial supplier _J Not reviewed* — —

*It is not our practice to review DMFs for USP glass containers.

Consults:

Biopharm. Review. Approval is recommended. See report from David Udo, Ph.D.

Sterility Review. Approval is recommended with regard to sterility assurance issues. See microbiology
review from Neal Sweeny, Ph.D.

Remarks/Comments: See review

Conclusions and Recommendations: Admixtures of this product require the use of an in-line filter

during administration. The experimental evidence indicates that the concentration of active in the .
admixture remains essentially unchanged after filtration.
pending 1) a decision from the medical reviewer that due to the medical necessity for this product use of
an in-line filter during administration is acceptable and 2) completion of the Label Review when the
applicant revises the labeling to reflect the co-packaging of a filter with the product.

cc: Orig. NDA 20-988
HFD-180/Division File
HFD-180/LTalarico
HFD-180/CPerry
HFD-820/JGibbs
HFD-180/LZhou
HFD-180/MKowblansky

sl

Marie Kowblansky, PhD
Review Chemist, HFD-18

1S/

Lidng Zhou, PhD

fof e

This application is considered Approvable,

ool

Chemistry Team Leader, HFD-180
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MAR -6 2001

DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
Review of Chemistry, Manufacturing and Controls

NDA: 20-988

Submission Type
BL
BL

Original

Chem. Review: #8

Document Date
February 22, 2001
February 21, 2001
January 19, 2001
November 3, 2000
August 30, 2000
May 5, 2000

May 2, 2000
January 19, 2000
August 31, 1999
July 20, 1998, 1998

Name and Address of Applicant:
Wyeth Ayerst.Laboratories

P.O. Box 8299

Philadelphia, PA 19101-82989

Drug Product Name:

Proprietary:

Non-proprietary/USAN and CAS:
Code Number (CAS):
Code Number (laboratory):

Chem. Type/Ther. Class

CDER Date
February 23, 2001
February 22, 2001
January 22, 2001
November 6, 2000
August 31, 2000
May 5, 2000

May 2, 2000
January 20, 2000
September 1, 1999
July 22, 1998

PROTONIX™

pantoprazole sodium
.164579-32-2

Review Date: 2/26/01

Assigned Date
February 26, 2001
February 26, 2001
February 26, 2001
November 8, 2000
September 6, 2000
May 12, 2000

May 10, 2000

B8610-23, B8610-023 (Byk-Gulden)
WAY-140951 (Wyeth-Ayerst code)

Type 35

ANDA Suitability Petition/DESI/Patent Status: N/A
Pharmacological Category /indications:
-proton pump inhibitor
-short term gastric acid suppression in GERD pattents unable to take oral medication

Dosage Form:
Strength:

Route of Administration:

How Dispensed:

Special Product:

intravenous
VR,
v No

lyophilized powder for reconstitution
-40 mg (pantoprazole) per vial

oTC

Yes

" Chemical Name, Molecular Formula, Molecular Weight , Structural Formula

Chemical Name :

Sodium-{5-(difluoromethoxy)-2-[[(3,4-dimethoxy-2- pyndyl)-methyl]-sulﬁnyl]—1H-benzlmldazole sesquihydrate

Structure:

O

Hs
OCH;

CHZ‘g—{e

Nae

OCFzH



NDA 20-987

Page 2
Molecular Formula: CigHy FoN3NaQ,S x1.5H,0
Molecular Weight: 432.4 (includes water)
Related Documents: NDA 20-987
Supporting Documents
DMF . REVIEW | LETTER
DMF SUBJECT HOLDER STATUS DATE DATE
Drug Substance Manufacturer | Byk Gulden Adequate 1/14/00 2/4/99
4/5/99
i 11/23/99
Rubber closure supplier Adequate 5/13/99 —_—

Glass vial supplier

l

Glass vial supplier

Not reviewed*

_1

Not reviewed"

Consults:

Biopharm. Review. Approval is recommended. See report from David Udo, Ph.D.

*It is not our practice to review DMFs for USP glass containers.

Sterility Review: Approval is recommended with regard to sterility assurance issues. See microbiology
review from Neal Sweeny, Ph.D.

OPDRA: The product name was judged to be acceptable
Compliance: All establishements were found acceptable in 1999. The Office of Compliance has
notified us that as of 3/1/01 are still considered acceptable.

Remarks/Comments: From the CMC review of this application it was determined that admixtures of this
product require the use of an in-line filter (< 5.0 micron) during administration. On consideration of this
conclusion, a decision was made by ORM to require co-packaging of a filter with the product. (This was
communicated to the sponsor in correspondence dated November 2, 2000.) The current submission
deals with issues related to the co-packaging and labeling; all other CMC issues were resolved earlier.

Conclusions and Recommendations: This application is considered Approvable, pending 1) resolution
of the co-packaging issues cited in the Draft Deficiency Letter and 2) completion of the Label Review.

cc: Orig.

NDA 20-988

HFD-180/Division File
HFD-180/LTalarico
HFD-180/CPerry
HFD-820/CHoiberg
HFD-180/LZhou
HFD-180/MKowblansky

Marie Kowblansky, PhD
Review Chemist, HFD-180

Liang Zhou, PhD

Chemistry Team Leader, HFD-180




Marie Kowblansky
3/6/01 05:19:55 PM
CHEMIST

Liang Zhou
3/6/01 05:42:20 PM
CHEMIST

Please refer to the proposed Phase IV commitments pending final resolu
tion with CMC IR issued last week . Telecon min. dated 9/21 and 9/29/
00 also suuports our conclusion
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DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
Review of Chemistry, Manufacturing and Controls

NDA: 20-988 Chem. Review: #9
Submission Type Document Date
BC March 6, 2001
BL February 22, 2001
BL February 21, 2001
AZ January 19, 2001
BC November 3, 2000
BC August 30, 2000
BC May 5, 2000
BZ May 2, 2000
BC January 19, 2000
AC August 31, 1999
Original July 20, 1998, 1998
Name and Address of Applicant:
Wyeth Ayerst.Laboratories
P.O. Box 8299

Phitadelphia, PA 19101-8299

Drug Product Name:
Proprietary:
Non-proprietary/USAN and CAS:
Code Number (CAS):

Code Number (laboratory):

Chem. Type/Ther. Class

CDER Date

March 6, 2001 (FAX)
February 23, 2001
February 22, 2001
January 22, 2001
November 6, 2000
August 31, 2000
May 5, 2000

May 2, 2000
January 20, 2000
September 1, 1999
July 22, 1998

PROTONIX™
pantoprazole sodium
164579-32-2

Review Date: 3/6/01

Assigned Date
March 6, 2001
February 26, 2001
February 26, 2001
February 26, 2001
November 8, 2000
September 6, 2000
May 12, 2000

May 10, 2000

B8610-23, B8610-023 (Byk-Gulden)
WAY-140951 (Wyeth-Ayerst code)

Type 3S

ANDA Suitability Petition/DESI/Patent Status: N/A

Pharmacological Category /indications:
-proton pump inhibitor

-short term gastric acid suppression in GERD patients unable to take oral medication

Dosage Form: Iyophilized powder for reconstitution

Strength:
Route of Administration: intravenous

How Dispensed: \/ R,

Special Product: v__No

40 mg (pantoprazole) per vial

oTC

Yes

Chemical Name, Molecular Formula, Molecular Weight , Structural Formula

Chemical Name :

Sodium-[5-(difluoromethoxy)-2-[[(3,4-dimethoxy-2-pyridyl}-methyl}-sulfinyl}- 1H-benzimidazole sesquihydrate .

Structure: OCH,

e

OCH;

¢
3o

Nae

OCFH

=4



NDA 20-987

Page 2
Molecular Formula: Cy¢Hys F2NaNaO,S x1.5H, 0
Molecular Weight: 432.4 (includes water)
Related Documents: NDA 20-987
Supporting Documents
DMF REVIEW | LETTER
DMF SUBJECT HOLDER STATUS DATE DATE
! Drug Substance Manufacturer Byk Gulden Adequate 1/14/00 2/4/99
4/5/99
N . o 11/23/99
Rubber closure supplier Adequate 5/13/99 —

Glass vial supplier

Glass vial supplier

Not reviewed*

iy

Not reviewed*

*It is not our practice to review DMFs for USP glass containers.

Consuits: .
Biopharm. Review. Approval is recommended. See report from David Udo, Ph.D.

Sterility Review: Approval is recommended with regard to sterility assurance issues. See microbiology
review from Neal Sweeny, Ph.D.

OPDRA: The product name was judged to be acceptable

Compliance: All establishements were found acceptable in 1999. The Office of Compliance has

notified us that as of 3/1/01 they are still considered acceptable.

Remarks/Comments:

Conclusions and Recommendations: From a CMC perspective this application can be approved with
24 month expiration. The applicant should provide a commitment to conduct the requested Phase IV

studies.

cc: Orig. NDA 20-988
HFD-180/Division File
HFD-180/LTalarico
HFD-180/CPerry
HF D-820/CHoiberg
HFD-180/L.Zhou
HFD-180/MKowblansky

Marie Kowblansky, PhD
Review Chemist, HFD-180

Liang Zhou, PhD

Chemistry Team Leader, HFD-180




Marie Kowblansky
3/9/01 01:15:20 PM
CHEMIST

Liang Zhou
3/12/01 02:35:11 PM
CHEMIST

I concurred the review chemist’s Approval recommendation with the Phas
e IV Commitments [please refer to CMC Review #8 and Phase IV stability
studies for the filter in this submission [BL] dated on 2/23/01].
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