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DIVISION OF SPECIAL PATHOGENS AND
IMMUNOLOGIC DRUG PRODUCTS—HFD-590
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NDA #: 50-759
CHEMISTRY REVIEW #: 1 REVIEW COMPLETED: September 28, 1998
SUBMISSION DOCUMENT. CDER ~ ASSIGNED
TYPE DATE DATE DATE
Original NDA September 30, 1997  October 1, 1997 October 6, 1997
BC January 6, 1998 January 7, 1998 January 13, 1998
NC January 22, 1998 January 26, 1998 February 3, 1998
BC February 13, 1998 February 17, 1998 February 25, 1998
BC (stability update) March 6, 1998 March 9,.1998 March 17, 1998
BC May 12, 1998 May 13, 1998 May 20, 1998
BC (MV) - May 29, 1998 June 1, 1998 June 6, 1998
BC : September 9, 1998  September 10, 1998  September 16, 1998
BC September 17, 1998  September 21, 1998  September 24, 1998
NAME/ADDRESS OF SPONSOR: Syntex (U.S.A.) Inc.
3401 Hillview Avenue
Palo Alto, California 94303
DRUG PRODUCT NAME:
* Proprietary: CellCept Oral Suspension
Established Name: mycophenolate mofetil for oral suspension
CHEM. TYPE/THER. CLASS: 3S
DRUG CLASS: 5010400
PHARMACOLOGICAL CATEGORY: Immunosuppressant
INDICATION: For the prophylaxis of organ rejection in patients
receiving allogeneic renal transplants and in patients
receiving allogeneic cardiac transplants.
DOSAGE FORM/STRENGTH: Powder for oral suspension, 200 mg/mL
ROUTE OF ADMINISTRATION: Oral

CHEMICAL NAME/STRUCTURAL FORMULA:
4-Hexenoic acid, 6-(1,3-dihydro-4-hydoxy-6-methoxy-7-methyl- 3-oxo-5-1sobenzofuranyl)-4-
methyl)-, 2-(4-morpholinyl)ethyl ester, (E)-

CAS Registry: 115007-34-6 0 OH CH;
Molecular Formula: C,H;NO, _ o
Molecular Weight: 433.50 o \/\N/\|
- o Lo
OCH; :
N CH3
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Other chemical names for the drug substance:

1) 2-Morpholinoethyl (E)-6-(4-hydroxy-6-methoxy-7-methyl-3-0x0-5-phthalanyl)-4-methyl-
hexenoate

2) 2-Morpholinoethyl (E)-6-(1,3-dihydro-4-hydroxy-6-methoxy-7-methyl-3-oxo-5-isobenzo-
furanyl)-4-methyl-4-hexenoate

SUPPORTING DOCUMENTS:

INDs and NDAs Associated with Mycophenolate Mofetil -

IND

IND

IND

IND |

NDA 50-722 CellCept (mycophenolate mofetil capsules), 250 mg; AP 5/3/95

(formerly 20-513)

N50-722/SCS-001 .Drug substance manufacturing supplement, AP 6/12/97

N50-722/SE1-002 ~  Cardiac supplement, AP 2/11/98

NDA 50-723 CellCept (mycophenolate mofetil tablets), 500 mg; AP 6/19/97

(formerly 20-514) '

NDA 50-723/SLR-001 Cardiac supplement, AP 2/11/98

NDA 50-758 CellCept Intravenous (mycophenolate mofetil hydrochloride for
injection); AP 8/12/98
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RELATED DOCUMENTS:

Memorandum of Telephone Conversation: June 2, 1998; August 28, 1998 ; September

17, 1998
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METHODS VALIDATION

The analytical methods appear to be suitable for the regulatory testing of the product. They are
currently being verified at the Philadelphia District Laboratory. Completion of the lab work by
the FDA is not a condition for approval of this application. The action letter should include a
statement that we expect the continued cooperation to resolve any deficiencies that may occur.

LABELING

The package insert will describe all four dosage forms of mycophenolate mofetil. As noted
above, at our request the storage statement for the constituted suspension on all labeling (package
insert, carton and bottle label) has been revised to warn against freezing. The draft labeling as
submitted on September 22, 1998, is acceptable. The final printed labeling should be identical to
this draft.

ENVIRONMENTAL ASSESSMENT
An Abbreviated Environmental Assessment was filed with the original NDA submission. A
categorical exclusion has been claimed in accordance with the revised regulations published in

the Federal Register on July 29, 1997 (21 CFR 25.31(b)). The categorical exclusion is
acceptable.

CONCLUSIONS & RECOMMENDATIONS:

The chemistry, manufacturing and controls for the drug substance, mycophenolate mofetil, are
adequately detailed in NDA 50-722. The applicant has addressed the few minor issues raised
during the review of this application, including revision of the drug product specifications. The
chemistry, manufacturing and controls, as amended, are adequate to assure the identity, quality,
purity and strength of the drug product. From the chemist's perspective, this New Drug
Application for CellCept Oral Suspension is approvable as amended.

S/ bk

Mark R. Seggel /B40iew Cherfist

Concurrence: / S/
HFD-590/NSchmuff R/26 /28

cc:
Orig. NDA i HFD-590/MDempsey HFD-830/CChen
HFD-590/Div. File HFD-590/JKorvick
HFD-590/NSchmuff HFD-590/MSeggel
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