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             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 40-794 
 
 
 
 
 
 
Sandoz Inc. 
U.S. Agent for: Sandoz Canada, Inc. 
Attention:  Alison Sherwood 

  Manager, Regulatory Affairs 
2555 W. Midway Blvd. 
P.O. Box 446 
Broomfield, CO 80038 
 
 
Dear Madam: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated July 21, 2006, submitted pursuant to section 505(j) 
of the Federal Food, Drug, and Cosmetic Act (the Act), for 
Methylprednisolone Acetate Injectable Suspension USP,  
40 mg/mL and 80 mg/mL, packaged in 1 mL Single-dose Vials.  
 
Reference is also made to your amendments dated February 12, 
March 9, March 28, August 9, September 5, and December 10, 2007; 
August 22, October 7, and December 24, 2008. 
 
We have completed the review of this ANDA and have concluded 
that adequate information has been presented to demonstrate that 
the drug is safe and effective for use as recommended in the 
submitted labeling.  Accordingly the ANDA is approved, effective 
on the date of this letter. The Division of Bioequivalence has 
determined your Methylprednisolone Acetate Injectable Suspension 
USP, 40 mg/mL and 80 mg/mL, to be bioequivalent and, therefore, 
therapeutically equivalent to the reference listed drug,  
Depo-Medrol Injectable Suspension, 40 mg/mL and 80 mg/mL, 
respectively, of Pharmacia and Upjohn Company. Your dissolution 
testing should be incorporated into the stability and quality 
control program using the same method proposed in the 
application. 
 
Under section 506A of the Act, certain changes in the conditions 
described in this ANDA require an approved supplemental 
application before the change may be made. 
 



We note that if FDA requires a Risk Evaluation & Mitigation 
Strategy (REMS) for a listed drug, an ANDA citing that listed 
drug also will be required to have a REMS, See 505-1(i). 
 
Postmarketing reporting requirements for this ANDA are set forth 
in 21 CFR 314.80-81 and 314.98.  The Office of Generic Drugs 
should be advised of any change in the marketing status of this 
drug. 
 
Promotional materials may be submitted to FDA for comment prior 
to publication or dissemination. Please note that these 
submissions are voluntary.  If you desire comments on proposed 
launch promotional materials with respect to compliance with 
applicable regulatory requirements, we recommend you submit, in 
draft or mock-up form, two copies of both the promotional 
materials and package insert directly to:  
 
 Food and Drug Administration  
 Center for Drug Evaluation and Research  
 Division of Drug Marketing, Advertising, and Communications  
 5901-B Ammendale Road  
 Beltsville, MD 20705  
 
We call your attention to 21 CFR 314.81(b)(3) which requires 
that all promotional materials be submitted to the Division of 
Drug Marketing, Advertising, and Communications with a completed 
Form FDA 2253 at the time of their initial use.   
   
Within 14 days of the date of this letter, submit updated 
content of labeling [21 CFR 314.50(1)] in structured product 
labeling (SPL) format, as described at 
http://www.fda.gov/oc/datacouncil/spl.html, that is identical in 
content to the approved labeling.  Upon receipt and 
verification, we will transmit that version to the National 
Library of Medicine for public dissemination. For administrative 
purposes, please designate this submission as “Miscellaneous 
Correspondence – SPL for Approved ANDA 40-794”.        
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Gary Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Robert L. West
3/5/2009 12:42:07 PM
Deputy Director, for Gary Buehler
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ADVERSE REACTIONS:
Fluid and electrolyte disturbances:

Sodium retention
Fluid retention
Congestive heart failure in susceptible patients
Potassium loss
Hypokalemic alkalosis
Hypertension

Musculoskeletal:
Muscle weakness
Steroid myopathy
Loss of muscle mass
Osteoporosis
Vertebral compression fractures
Aseptic necrosis of femoral and humeral heads
Pathologic fracture of long bones

Gastrointestinal:
Peptic ulcer with possible subsequent perforation and hemorrhage
Pancreatitis
Abdominal distention 
Ulcerative esophagitis

Dermatologic:
Impaired wound healing
Thin fragile skin
Petechiae and ecchymoses
Facial erythema
Increased sweating
May suppress reactions to skin tests

Neurological:
Convulsions
Increased intracranial pressure with papilledema (pseudotumor cerebri) usually after

treatment
Vertigo
Headache

Endocrine:
Menstrual irregularities
Development of Cushingoid state
Suppression of growth in children
Secondary adrenocortical and pituitary unresponsiveness, particularly in times of

stress, as in trauma, surgery or illness
Decreased carbohydrate tolerance
Manifestations of latent diabetes mellitus
Increased requirements for insulin or oral hypoglycemic agents in diabetes

Ophthalmic:
Posterior subcapsular cataracts
Increased intraocular pressure
Glaucoma
Exophthalmos

Metabolic:
Negative nitrogen balance due to protein catabolism
The following additional adverse reactions are related to parenteral corticosteroid

therapy:
Anaphylactic reaction
Allergic or hypersensitivity reactions
Urticaria
Hyperpigmentation or hypopigmentation
Subcutaneous and cutaneous atrophy
Sterile abscess
Injection site infections following non-sterile administration (see WWAARRNNIINNGGSS)
Postinjection flare, following intrasynovial use
Charcot-like arthropathy

Adverse Reactions Reported with the Following Routes of Administration:
Intrathecal/Epidural:

Arachnoiditis
Meningitis
Paraparesis/paraplegia
Sensory disturbances
Bowel/bladder dysfunction
Headache
Seizures

Intranasal:
Temporary/permanent visual impairment including blindness
Allergic reactions
Rhinitis

Ophthalmic:
Temporary/permanent visual impairment including blindness
Increased intraocular pressure
Ocular and periocular inflammation including allergic reactions
Infection
Residue or slough at injection site

Miscellaneous injection sites:
(scalp, tonsillar fauces, sphenopalatine ganglion)-blindness

DOSAGE AND ADMINISTRATION:
Because of possible physical incompatibilities, methylprednisolone acetate

injectable suspension should not be diluted or mixed with other solutions.
A. Administration for Local Effect:

Therapy with methylprednisolone acetate injectable suspension does not obviate
the need for the conventional measures usually employed.

Although this method of treatment will ameliorate symptoms, it is in no sense a cure
and the hormone has no effect on the cause of the inflammation.
1. Rheumatoid and Osteoarthritis:

The dose for intra-articular administration depends upon the size of the joint and
varies with the severity of the condition in the individual patient. In chronic cases, injec-
tions may be repeated at intervals ranging from one to five or more weeks depend-
ing upon the degree of relief obtained from the initial injection. The doses in the fol-
lowing table are given as a general guide:

Procedure:
It is recommended that the anatomy of the joint involved be reviewed

before attempting intra-articular injection. In order to obtain the full anti-
inflammatory effect it is important that the injection be made into the syn-
ovial space. Employing the same sterile technique as for a lumbar punc-
ture, a sterile 20 to 24 gauge needle (on a dry syringe) is quickly inserted
into the synovial cavity. Procaine infiltration is elective. The aspiration of only
a few drops of joint fluid proves the joint space has been entered by the nee-
dle. The injection site for each joint is determined by that location where
the synovial cavity is most superficial and most free of large vessels and
nerves. With the needle in place, the aspirating syringe is removed and
replaced by a second syringe containing the desired amount of methylpred-
nisolone acetate. The plunger is then pulled outward slightly to aspirate syn-
ovial fluid and to make sure the needle is still in the synovial space. After
injection, the joint is moved gently a few times to aid mixing of the synovial
fluid and the suspension. The site is covered with a small sterile dressing.

Suitable sites for intra-articular injection are the knee, ankle, wrist, elbow,
shoulder, phalangeal, and hip joints. Since difficulty is not infrequently
encountered in entering the hip joint, precautions should be taken to avoid
any large blood vessels in the area. Joints not suitable for injection are those
that are anatomically inaccessible such as the spinal joints and those like

the sacroiliac joints that are devoid of synovial space. Treatment failures are most fre-
quently the result of failure to enter the joint space. Little or no benefit follows injec-
tion into surrounding tissue. If failures occur when injections into the synovial spaces
are certain, as determined by aspiration of fluid, repeated injections are usually futile.
Local therapy does not alter the underlying disease process, and whenever possible
comprehensive therapy including physiotherapy and orthopedic correction should be
employed.

Following intra-articular steroid therapy, care should be taken to avoid overuse of
joints in which symptomatic benefit has been obtained. Negligence in this matter may
permit an increase in joint deterioration that will more than offset the beneficial
effects of the steroid.

Unstable joints should not be injected. Repeated intra-articular injection may in some
cases result in instability of the joint. X-ray follow-up is suggested in selected cases
to detect deterioration.

If a local anesthetic is used prior to injection of methylprednisolone acetate
injectable suspension, the anesthetic package insert should be read carefully and all
the precautions observed.
2. Bursitis:

The area around the injection site is prepared in a sterile way and a wheal at the
site made with 1 percent procaine hydrochloride solution. A 20 to 24 gauge needle
attached to a dry syringe is inserted into the bursa and the fluid aspirated. The nee-
dle is left in place and the aspirating syringe changed for a small syringe containing
the desired dose. After injection, the needle is withdrawn and a small dressing applied.
3. Miscellaneous: Ganglion, Tendinitis, Epicondylitis:

In the treatment of conditions such as tendinitis or tenosynovitis, care should be
taken, following application of a suitable antiseptic to the overlying skin, to inject the
suspension into the tendon sheath rather than into the substance of the tendon. The

Size of Joint Examples Range of Dosage
Large Knees

Ankles
Shoulders

20 to 80 mg

Medium Elbows
Wrists

10 to 40 mg

Small Metacarpophalangeal
Interphalangeal
Sternoclavicular
Acromioclavicular

4 to 10 mg

3.

tendon may be readily palpated when placed on a stretch. When treating conditions
such as epicondylitis, the area of greatest tenderness should be outlined carefully and
the suspension infiltrated into the area. For ganglia of the tendon sheaths, the sus-
pension is injected directly into the cyst. In many cases, a single injection causes a
marked decrease in the size of the cystic tumor and may effect disappearance. The
usual sterile precautions should be observed, of course, with each injection.

The dose in the treatment of the various conditions of the tendinous or bursal struc-
tures listed above varies with the condition being treated and ranges from 4 to 30 mg.
In recurrent or chronic conditions, repeated injections may be necessary.
4. Injections for Local Effect in Dermatologic Conditions:

Following cleansing with an appropriate antiseptic such as 70% alcohol, 20 to 60
mg of the suspension is injected into the lesion. It may be necessary to distribute doses
ranging from 20 to 40 mg by repeated local injections in the case of large lesions. Care
should be taken to avoid injection of sufficient material to cause blanching since this
may be followed by a small slough. One to four injections are usually employed, the
intervals between injections varying with the type of lesion being treated and the dura-
tion of improvement produced by the initial injection.
B. Administration for Systemic Effect:

The intramuscular dosage will vary with the condition being treated. When employed
as a temporary substitute for oral therapy, a single injection during each 24-hour period
of a dose of the suspension equal to the total daily oral dose of methylprednisolone
tablets is usually sufficient. When a prolonged effect is desired, the weekly dose may
be calculated by multiplying the daily oral dose by 7 and given as a single intramus-
cular injection.

Dosage must be individualized according to the severity of the disease and response
of the patient. For infants and children, the recommended dosage will have to be
reduced, but dosage should be governed by the severity of the condition rather than
by strict adherence to the ratio indicated by age or body weight.

Hormone therapy is an adjunct to, and not a replacement for, conventional therapy.
Dosage must be decreased or discontinued gradually when the drug has been admin-
istered for more than a few days. The severity, prognosis and expected duration of
the disease and the reaction of the patient to medication are primary factors in deter-
mining dosage. If a period of spontaneous remission occurs in a chronic condition,
treatment should be discontinued. Routine laboratory studies, such as urinalysis, two-
hour postprandial blood sugar, determination of blood pressure and body weight, and
a chest X-ray should be made at regular intervals during prolonged therapy. Upper
GI X-rays are desirable in patients with an ulcer history or significant dyspepsia.

In patients with the adrenogenital syndrome, a single intramuscular injection of
40 mg every two weeks may be adequate. For maintenance of patients with rheumatoid
arthritis, the weekly intramuscular dose will vary from 40 to 120 mg. The usual dosage
for patients with dermatologic lesions benefited by systemic corticoid therapy is 40
to 120 mg of methylprednisolone acetate administered intramuscularly at weekly inter-
vals for one to four weeks. In acute severe dermatitis due to poison ivy, relief may result
within 8 to 12 hours following intramuscular administration of a single dose of 80 to
120 mg. In chronic contact dermatitis repeated injections at 5 to 10 day intervals may
be necessary. In seborrheic dermatitis, a weekly dose of 80 mg may be adequate to
control the condition.

Following intramuscular administration of 80 to 120 mg to asthmatic patients, relief
may result within 6 to 48 hours and persist for several days to two weeks. Similarly
in patients with allergic rhinitis (hay fever) an intramuscular dose of 80 to 120 mg may
be followed by relief of coryzal symptoms within six hours persisting for several days
to three weeks.

If signs of stress are associated with the condition being treated, the dosage of the
suspension should be increased. If a rapid hormonal effect of maximum intensity is
required, the intravenous administration of highly soluble methylprednisolone sodium
succinate is indicated.
Multiple Sclerosis:

In treatment of acute exacerbations of multiple sclerosis daily doses of 200 mg of
prednisolone for a week followed by 80 mg every other day for 1 month have been shown
to be effective (4 mg of methylprednisolone is equivalent to 5 mg of prednisolone).
HOW SUPPLIED:

Methylprednisolone acetate sterile injectable suspension is available in the follow-
ing strengths and package sizes:
40 mg per mL

NDC 0781-3131-71 single-dose vial of 1 mL in boxes of 1
NDC 0781-3131-95 single-dose vial of 1 mL in boxes of 10

80 mg per mL
NDC 0781-3132-71 single-dose vial of 1 mL in boxes of 1
NDC 0781-3132-95 single-dose vial of 1 mL in boxes of 10
Store at 20° to 25°C (68° to 77°F) (see USP Controlled Room Temperature).

Rev. 03-2007M
1003052

Manufactured in Canada by Sandoz Canada Inc. 
for Sandoz Inc.

Princeton, NJ 08540

4.
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NOTE TO THE CHEMIST:  

FOR THE RECORD:  

1. Model Labeling: The review was based on the most recently approved RLD labeling, Depo-Medrol (by 
Pharmacia NDA 11-757/S-064; approved November 14, 1990). 

 
There are 2 Depo-Medrol formulations in the marketplace.  The old formulation contains myristyl-
gamma-picolinium chloride.  The new formulation contains benzyl alcohol (this formulation was 
approved on November 14, 1990  NDA 11-757/S-064).  The ANDA applicant has chosen to model their 
generic product after Depo-Medrol's old formulation.  Changes required in the November 14, 1990 RLD 
insert labeling to reflect the old formulation was described in detail in a "Depo-Medrol Labeling" memo 
signed-off on October 16, 1991.   
 
Related ANDA: 40-719 for Methylprednisolone Acetate Injectable Suspension USP, 40 mg/mL  

10 mL multiple-dose vials) and 80 mg/mL (5 mL multiple-dose vials) 
 
USP Packaging and storage— Preserve in single-dose or in multiple-
dose containers, preferably of Type I glass.  
pH: between 3.0 and 7.0. (checked 11/1/06) 

 
2. Patent/ Exclusivities: 

Patent Data – NDA 11-757 
Patent No. Patent Expiration Use Code Description How Filed Labeling Impact 

None None None There are no unexpired patents for this 
product in the Orange Book Database. 

PII None 

Exclusivity Data– NDA 11-757 
Code Reference Expiration Labeling Impact 
None There is no unexpired exclusivity for this product in the Orange Book Database. N/A None 

  [10/18/06 patent amendment] 
 
3. Storage/Dispensing Conditions: 
 RLD:  Store at CRT 20°-25°C (68°-77°F).  See USP.  Shake well immediately before using. 

ANDA: Same as RLD         
 
4. Product Line: 

RLD: 40 mg/mL & 80 mg/mL (single dose vials) 
1 mL single dose vials; Box of 1 vial and box of 25 vials 
 
ANDA: 40 mg/mL & 80 mg/mL 
1 mL single dose vials; Box of 1 vial and box of 10 vials 

 
5. Inactive Ingredients: 

The listing of inactive ingredients in the DESCRIPTION section of the package insert IS consistent with 
the listing of inactive ingredients found in the statement of components.   However, the carton for 40 
mg/mL (1 vial) is not consistent.   

 
Ingredients 40 mg/mL 

each mL contains: 
(mg) 

80 mg/mL 
each mL contains: 

(mg) 
Methylprednisolone Acetate, USP 40 80 
Polyethylene Glycol 3350  29.0 28.0 
Myristil-gamma-picolinium chloride 0.19 0.19 
Sodium Chloride USP 
Sodium Hydroxide NF  
Hydrochloric Acid 

To adjust pH To adjust pH 

 [Vol. A1.3, section 3.2.P.1, pg. 2-3] 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



6.  Container/Closure [Vol. A1.4, section 3.2.P.7, pg. 2] 
Vial: clear,  type 1 glass vial 
Stopper: rubber stopper and flip-off seal 

 
7.  Finished product appearance: 

White suspension contained in a 2 mL clear vial, with a 13 mm rubber stopper and a flip-off closure.  
pH 3.0-7.0 
[Vol. A1.4, section 3.2.P.5.1, pg. 4-8] 

 
8. Bioequivalency: 12/5/2006 - Bio dissolution deficiencies given to document room for faxing / KAS 
 
9. All manufacturing will be done by 

Sandoz Canada Inc. 
Boucherville, Canada [A1.3, section 3.2.P.3.1, pg. 2]   

 

Date of Review: December 21, 2006      Date of Submission:  October 18, 2006 
 
Primary Reviewer: Ruby Wu           
 
Team Leader:     John Grace           
 
     ANDA: 40-794 
     V:\FIRMSNZ\SANDOZ\LTRS&REV\40794.na1.L.doc 

Review 

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Ruby Wu
12/21/2006 12:41:54 PM
MEDICAL OFFICER

John Grace
1/3/2007 10:51:53 AM
MEDICAL OFFICER



REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:    40-794   
 
Date of Submission:  February 12, 2007 (amendment)  
 
Applicant's Name:   Sandoz Canada Inc. 
 
Established Name:  Methylprednisolone Acetate Injectable Suspension USP, 40 mg/mL (1 mL single-dose 

vials) and 80 mg/mL (1 mL single-dose vials) 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies 

 
1. CONTAINER –(1 mL single-dose vial) 

Satisfactory in final print as submitted in the February 12, 2007 e-amendment. 
 

2. CARTON- (1 x 1 mL vial and 10 x 1 mL vials) 
Satisfactory in final print as submitted in the February 12, 2007 e-amendment. 
 

3. PACKAGE INSERT  
Satisfactory in draft.   
 

Please submit final printed insert labeling electronically according to the guidance for industry titled 
Providing Regulatory Submissions in Electronic Format – ANDA.  
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily 
or weekly updates of new documents posted on the CDER web site at the following address - 
http://www.fda.gov/cder/cdernew/listserv.html  
 
To facilitate review of your next submission, please provide a side-by-side comparison of your proposed 
labeling with the previously submitted labeling with all differences annotated and explained. 
 
 
 
 
 
 



 
NOTE TO THE CHEMIST:  

FOR THE RECORD:  

1. Model Labeling: The review was based on the most recently approved RLD labeling, Depo-Medrol (by 
Pharmacia NDA 11-757/S-064; approved November 14, 1990). 

 
There are 2 Depo-Medrol formulations in the marketplace.  The old formulation contains myristyl-
gamma-picolinium chloride.  The new formulation contains benzyl alcohol (this formulation was 
approved on November 14, 1990  NDA 11-757/S-064).  The ANDA applicant has chosen to model their 
generic product after Depo-Medrol's old formulation.  Changes required in the November 14, 1990 RLD 
insert labeling to reflect the old formulation was described in detail in a "Depo-Medrol Labeling" memo 
signed-off on October 16, 1991.   
 
Related ANDA: 40-719 for Methylprednisolone Acetate Injectable Suspension USP, 40 mg/mL  

 10 mL multiple-dose vials) and 80 mg/mL (5 mL multiple-dose vials) 
 
USP Packaging and storage— Preserve in single-dose or in multiple-
dose containers, preferably of Type I glass (checked (2/22/07) 

 
2. Patent/ Exclusivities: 

Patent Data – NDA 11-757 
Patent No. Patent Expiration Use Code Description How Filed Labeling Impact 

None None None There are no unexpired patents for this 
product in the Orange Book Database. 

PII None 

Exclusivity Data– NDA 11-757 
Code Reference Expiration Labeling Impact 
None There is no unexpired exclusivity for this product in the Orange Book Database. N/A None 

  [10/18/06 patent amendment] 
 
3. Storage/Dispensing Conditions: 
 RLD:  Store at CRT 20°-25°C (68°-77°F).  See USP.  Shake well immediately before using. 

ANDA: Same as RLD         
 
4. Product Line: 

RLD: 40 mg/mL & 80 mg/mL (single dose vials) 
1 mL single dose vials; Box of 1 vial and box of 25 vials 
 
ANDA: 40 mg/mL & 80 mg/mL 
1 mL single dose vials; Box of 1 vial and box of 10 vials 

 
5. Inactive Ingredients: 

The listing of inactive ingredients in the DESCRIPTION section of the package insert is consistent with 
the listing of inactive ingredients found in the statement of components.      

 
Ingredients 40 mg/mL 

each mL contains: 
(mg) 

80 mg/mL 
each mL contains: 

(mg) 
Methylprednisolone Acetate, USP 40 80 
Polyethylene Glycol 3350  29.0 28.0 
Myristil-gamma-picolinium chloride 0.19 0.19 
Sodium Chloride USP 
Sodium Hydroxide NF  
Hydrochloric Acid 

To adjust pH To adjust pH 

 [Vol. A1.3, section 3.2.P.1, pg. 2-3] 
 
6.  Container/Closure [Vol. A1.4, section 3.2.P.7, pg. 2] 

Vial: clear,  type 1 glass vial 

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



Stopper: rubber stopper and flip-off seal 
 
7.  Finished product appearance: 

White suspension contained in a 2 mL clear vial, with a 13 mm rubber stopper and a flip-off closure.  
pH 3.0-7.0 
[Vol. A1.4, section 3.2.P.5.1, pg. 4-8] 

 
8. Bioequivalency: 12/5/2006 - Bio dissolution deficiencies given to document room for faxing / KAS 
 
9. All manufacturing will be done by 

Sandoz Canada Inc. 
Boucherville, Canada [A1.3, section 3.2.P.3.1, pg. 2]   

 

Date of Review: February 22, 2007      Date of Submission:  February 12, 2007 
 
Primary Reviewer: Ruby Wu           
 
Team Leader:     John Grace           
 
     ANDA: 40-794 
     V:\FIRMSNZ\SANDOZ\LTRS&REV\40794.na2.L.doc 

Review 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Ruby Wu
2/22/2007 02:59:09 PM
MEDICAL OFFICER

John Grace
2/23/2007 07:00:19 AM
MEDICAL OFFICER



APPROVAL SUMMARY 
REVIEW OF PROFESSIONAL LABELING 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:    40-794   
 
Date of Submission:  March 28, 2007 (amendment)  
 
Applicant's Name:   Sandoz Canada Inc. 
 
Established Name:   Methylprednisolone Acetate Injectable Suspension USP, 40 mg/mL (1 mL single-

dose vials) and 80 mg/mL (1 mL single-dose vials) 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
APPROVAL SUMMARY: 
 
Do you have Final Printed Labels and Labeling? Yes. 

 
1. CONTAINER –(1 mL single-dose vial) 

Satisfactory in final print as submitted in the March 28, 2007 e-amendment. 
 

2. CARTON- (1 x 1 mL vial and 10 x 1 mL vials) 
Satisfactory in final print as submitted in the March 28, 2007 e-amendment. 
 

3. PACKAGE INSERT  
Satisfactory in final print as submitted in the March 28, 2007 e-amendment. 

 
Revisions needed post-approval:  No. 
 
BASIS OF APPROVAL: 
 
Was this approval based upon a petition?   No 
 
What is the RLD on the 356(h) form: Depo-Medro  
 
NDA Number: 11-757 
 
NDA Drug Name: Methylprednisolone Acetate Injectable Suspension USP 
 
NDA Firm: Pharmacia 
 
Date of Approval of NDA Insert and supplement: NDA 11-757/S-064 approved November 14, 1990 
 
Has this been verified by the MIS system for the NDA?  Yes 
 
Was this approval based upon an OGD labeling guidance?    No 
 
Basis of Approval for the Container Labels: Side-by-side comparison with innovator labels in jacket. 
 
PATENTS/EXCLUSIVITIES 

Patent Data – NDA 11-757 
Patent No. Patent Expiration Use Code Description How Filed Labeling Impact 

None None None There are no unexpired patents for this 
product in the Orange Book Database. 

PII None 

Exclusivity Data– NDA 11-757 
Code Reference Expiration Labeling Impact 
None There is no unexpired exclusivity for this product in the Orange Book Database. N/A None 

 



 
NOTE TO THE CHEMIST:  
-----Original Message----- 
From: Wu, Ruby (Chi-Ann)  
Sent: Friday, April 13, 2007 5:05 PM 
To: Bykadi, Gururaj 
Cc: Woodland Outlaw, Kathy P; Shen, Aijin 
Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
Sandoz has revised their labeling for 40-719 and 40-794 to read "the pH of the finished product remains within the USP specified range; i.e., 3.0 to 7.0."   
 
-----Original Message----- 
From: Bykadi, Gururaj  
Sent: Thursday, April 05, 2007 9:40 AM 
To: Wu, Ruby (Chi-Ann) 
Cc: Schwartz, Paul 
Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
There we go... 
Let us have 3.0 to 7.0 as the pH limit both in ANDA manufacturing documentation and the label. 
Paul: Thank you. 
-----Original Message----- 
From: Schwartz, Paul  
Sent: Thursday, April 05, 2007 9:36 AM 
To: Wu, Ruby (Chi-Ann); Bykadi, Gururaj 
Subject: Re: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
USP limits are always acceptable limits (except for "any other"  impurity) regardless of RLD limits. We can ask for additional tests but not tighter limits on existing 
tests. 
----- Original Message ----- 
From: Wu, Ruby (Chi-Ann) 
To: Bykadi, Gururaj 
Cc: Schwartz, Paul 
Sent: Thu Apr 05 09:19:46 2007 
Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
Raj, 
It's not that I "want to tighten the ANDA product pH".  What is the general rule in chemistry?  For a USP product, if the RLD has tighter specs then what is stated 
in the USP, do you allow the generic to follow the USP range or do you require that the product still meet the RLD spec?  What were the FP pH spec for other 
generics on the market?  If generics have the same formulation as the RLD, why can't the generic products meet the RLD specs?   
Ruby 
 _____________________________________________  
 From:  Bykadi, Gururaj   
 Sent: Thursday, April 05, 2007 9:14 AM 
 To: Wu, Ruby (Chi-Ann) 
 Cc: Schwartz, Paul 
 Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
 We have to see why the pH was revised in first place (from 3.5 to 7.0 to 3.0-to 7.0) in the USP just a few years ago (1999?). 
 Then I can cleverly answer the your comment. 
 If you want to tighten the ANDA product pH spec (3.5 to 7.0), I believe there won't be a generic product with 24 months expiry. 
 _____________________________________________  
 From:  Wu, Ruby (Chi-Ann)   
 Sent: Thursday, April 05, 2007 9:07 AM 
 To: Bykadi, Gururaj 
 Cc: Schwartz, Paul 
 Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
 Raj, 
 If it is clear that the RLD's statement about the USP range is wrong, then we shouldn't use it.  I just see the sentence stating what the USP range is.   
 However, just because the ANDA has the statement "within the USP specified range i.e. 3.0 to 7.0"  doesn't mean that the finished product  specification 
should be the same.  I assume the ANDA FP COA needs to be consistent with the RLD FP COA.  The question is, does the ANDA meet the RLD pH Range?  I 
believe Larry said the USP specs are the MINIMUM requirement for a product to meet USP...but in this case, the RLD is tighter...so I assume the ANDA also 
needs to be tighter.   
 Ruby 
  _____________________________________________  
  From:  Bykadi, Gururaj   
  Sent: Thursday, April 05, 2007 9:02 AM 
  To: Wu, Ruby (Chi-Ann) 
  Cc: Schwartz, Paul 
  Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
    You mean the ANDA label should not read same as the RLD label ? 
    (The pH of the finished product remains within the USP specified range ; i.e., 3.5 to 7.0. ".) 
    If so I do not see any problem 
  _____________________________________________  
  From:  Wu, Ruby (Chi-Ann)   
  Sent: Thursday, April 05, 2007 8:57 AM 
  To: Bykadi, Gururaj 
  Cc: Schwartz, Paul 
  Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
  Raj, 



  I'm not sure where the disagreement is.  I believe we can have the ANDA state USP specified range 3.0-7.0...we don't need to wait until RLD changes. 
 Since our product is USP, then ANDA can state 3.0-7.0.   
  Ruby 
 
   _____________________________________________  
   From:  Bykadi, Gururaj   
   Sent: Thursday, April 05, 2007 8:55 AM 
   To: Wu, Ruby (Chi-Ann) 
   Cc: Schwartz, Paul 
   Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
   I do not agree with you. 
   " ...USP specified range 3.5 to 7.0" on the label is an inaccurate statement. 
   The actual USP range is 3.0 - 7.0. 
   Either the word "USP" should be deleted or the number "3.5" should be corrected. 
   Raj 
   _____________________________________________  
   From:  Wu, Ruby (Chi-Ann)   
   Sent: Thursday, April 05, 2007 8:13 AM 
   To: Bykadi, Gururaj 
   Cc: Schwartz, Paul 
   Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
   Raj, 
   Because the labeling states "USP specified range", I do not think it is inaccurate for ANDAs to state the range 3.0-7.0 in their insert labeling to 
reflect the USP recommended range.  If the finished product spec for the ANDA will be 3.5 to 7.0 to be consistent with the RLD, I don't think having the statement 
"The pH of the finished product remains within the USP specified range ; i.e., 3.0 to 7.0." is inaccurate.  You are just stating what the USP range is and that the 
product  (3.5 to 7.0) is within the USP range (3.0 to 7.0).   
   However, the bigger problem appears to be the ANDA cannot meet the RLD specification of 3.5 to 7.0.  If the ANDA needs to meet the RLD spec, 
even after the RLD corrects their labeling, the ANDA still does not pass the spec.   
   These are just my own thoughts... 
   Ruby 
    _____________________________________________  
    From:  Bykadi, Gururaj   
    Sent: Thursday, April 05, 2007 5:56 AM 
    To: Wu, Ruby (Chi-Ann) 
    Cc: Schwartz, Paul; Wu, Ruby (Chi-Ann); Ouderkirk, Larry A; Schwartz, Paul; Raghavachari, Ramesh; Stradley, Sara; Jani, Parinda; Rana, 
Pratibha; Patel, Rashmikant M; Bhavnagri, Vispi P 
    Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP - USP pH vs. RLD pH 
    Hi Ruby, the answer is "NO". 
    There is a problem with RLD labeling which reads:  
     " The pH of the finished product remains within the USP specified range ; i.e., 3.5 to 7.0. ". 
    As you know this is not an accurate statement (USP pH spec is 3.0-7.0). Some one should take care of it. I do not know who that person is. 
    PLEASE HELP! 
    Raj 
   _____________________________________________  
    From:  Wu, Ruby (Chi-Ann)   
    Sent: Wednesday, April 04, 2007 11:51 AM 
    To: Bykadi, Gururaj 
    Subject: RE: Sterile Methylprednisolone Acetate Suspension, USP 
    Hi Raj, 
    Has a decision been made on the finished product spec for pH for ANDAs?   
    Ruby 
    ______________________________________________  
     From:  Bykadi, Gururaj   
     Sent: Friday, March 16, 2007 1:09 PM 
     To: Schwartz, Paul; Wu, Ruby (Chi-Ann) 
     Cc: Ouderkirk, Larry A 
     Subject: FW: Sterile Methylprednisolone Acetate Suspension, USP 
     Dear All, 
     I looked at a couple of ANDA reviews  (40-557/Sicor and 40-719/Sandoz). A pH spec of 3.0 to 7.0. for shelf life is provided in these 
reviews. I believe these ANDAs have the NDA pH spec (3.5 - 7.0) on their product label, however, this needs verification. 
     If a product is called as a USP monograph item, then, it should meet all the USP limits; otherwise it may be called as "misbranded" or 
"adulterated" drug. Moreover, this being a monograph item, the ANDA holders are already complying by updating their specs to USP, especially if they have 
observed pH issues with their product during stability. 
     This leads to the question, "Is the generic drug is same as the RLD?".  
     Perhaps, "NOT" ...in this case. 
     Because of the pH issue. A low pH such as 3.0 for the generic drug may be more tissue irritating than the RLD drug whose pH is above 
3.5 during shelf life (or if some one in the medical dept has determined otherwise). 
     I really do not have the answer. But note that generic companies are quickly updating the spec to USP since it became official in the 
USP on 11/15/97. 
    Any Comments ? 
     Raj 
 
 



FOR THE RECORD:  

1. Model Labeling: The review was based on the most recently approved RLD labeling, Depo-Medrol (by 
Pharmacia NDA 11-757/S-064; approved November 14, 1990). 

 
There are 2 Depo-Medrol formulations in the marketplace.  The old formulation contains myristyl-
gamma-picolinium chloride.  The new formulation contains benzyl alcohol (this formulation was 
approved on November 14, 1990  NDA 11-757/S-064).  The ANDA applicant has chosen to model their 
generic product after Depo-Medrol's old formulation.  Changes required in the November 14, 1990 RLD 
insert labeling to reflect the old formulation was described in detail in a "Depo-Medrol Labeling" memo 
signed-off on October 16, 1991.   
 
Related ANDA: 40-719 for Methylprednisolone Acetate Injectable Suspension USP, 40 mg/mL  

 10 mL multiple-dose vials) and 80 mg/mL (5 mL multiple-dose vials) 
 
USP Packaging and storage— Preserve in single-dose or in multiple-
dose containers, preferably of Type I glass (checked (4/13/07) 

 
2. Patent/ Exclusivities: 

Patent Data – NDA 11-757 
Patent No. Patent Expiration Use Code Description How Filed Labeling Impact 

None None None There are no unexpired patents for this 
product in the Orange Book Database. 

PII None 

Exclusivity Data– NDA 11-757 
Code Reference Expiration Labeling Impact 
None There is no unexpired exclusivity for this product in the Orange Book Database. N/A None 

  [10/18/06 patent amendment] 
 
3. Storage/Dispensing Conditions: 
 RLD:  Store at CRT 20°-25°C (68°-77°F).  See USP.  Shake well immediately before using. 

ANDA: Same as RLD         
 
4. Product Line: 

RLD: 40 mg/mL & 80 mg/mL (single dose vials) 
1 mL single dose vials; Box of 1 vial and box of 25 vials 
 
ANDA: 40 mg/mL & 80 mg/mL 
1 mL single dose vials; Box of 1 vial and box of 10 vials 

 
5. Inactive Ingredients: 

The listing of inactive ingredients in the DESCRIPTION section of the package insert is consistent with 
the listing of inactive ingredients found in the statement of components.      

 
Ingredients 40 mg/mL 

each mL contains: 
(mg) 

80 mg/mL 
each mL contains: 

(mg) 
Methylprednisolone Acetate, USP 40 80 
Polyethylene Glycol 3350  29.0 28.0 
Myristil-gamma-picolinium chloride 0.19 0.19 
Sodium Chloride USP 
Sodium Hydroxide NF  
Hydrochloric Acid 

To adjust pH To adjust pH 

 [Vol. A1.3, section 3.2.P.1, pg. 2-3] 
 
6.  Container/Closure [Vol. A1.4, section 3.2.P.7, pg. 2] 

Vial: clear,  type 1 glass vial 
Stopper: rubber stopper and flip-off seal 

 
7.  Finished product appearance: 

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



White suspension contained in a 2 mL clear vial, with a 13 mm rubber stopper and a flip-off closure.  
pH 3.0-7.0 
[Vol. A1.4, section 3.2.P.5.1, pg. 4-8] 

 
8. Bioequivalency: 12/5/2006 - Bio dissolution deficiencies given to document room for faxing / KAS 
 
9. All manufacturing will be done by 

Sandoz Canada Inc. 
Boucherville, Canada [A1.3, section 3.2.P.3.1, pg. 2]   

 

Date of Review: April 13, 2007      Date of Submission:  March 28, 2007 
 
Primary Reviewer: Ruby Wu           
 
Team Leader:     John Grace           
 
     ANDA: 40-794 
     V:\FIRMSNZ\SANDOZ\LTRS&REV\40794.ap.L.doc 
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3. Please note that your bio-equivalency information is pending review.  

Deficiencies, if any, will be communicated to you separately. Additionally, please 
respond to the DBE's dissolution deficiency comments and provide data to 
support the dissolution limit. 

 
4. Please note that drug substance and drug product have a USP monograph.  In the 

event of dispute, the methods listed in the USP monograph will be considered as a 
regulatory methods. 

 
5. In response to the questions in the 2.3.S.4 and 2.3.P.5 sections, you have mainly 

listed the analytical test methods.  In your future submission, please give a 
summary of the method validation. In addition, a discussion of the drug substance 
attributes that are important to achieve bioequivalence, as described in the model 
QbR, would be useful. 

 
6. Please provide any additional long term stability data that may be available. 

 
 

   Sincerely yours, 
      
     {See appended electronic signature page} 
           
     Rashmikant M. Patel, Ph.D. 
     Director 
     Division of Chemistry I 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
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III.  CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 

 
 ANDA:  40-794  APPLICANT:  Sandoz Canada Inc. 
 

DRUG PRODUCT: Methylprednisolone Acetate Injectable Suspension USP,  
40 mg/ mL and 80 mg/ mL, Single dose Vials 

 
The deficiencies presented below represent MINOR deficiencies. 

 
A.   Deficiencies: 
 
1. 

 
2. 

 
3. 

 
4. 

 
5. 

 
6. 

 
7. Effective July 1, 2008, all ANDAs must provide information and data as necessary 

to demonstrate that the drug product is in compliance with USP Residual Solvents 
<467> requirement. Please refer to the letter posted on the Office of Generic Drugs 
website for additional information: 
.http://www.fda.gov/cder/ogd/residualsolvents.pdf 
Your drug product release specifications need to include “Residual Solvents” with                       
acceptance criteria as “Complies with USP<467> if applicable. 

(b) (4)



  

 

 
 
8. Please submit commitment to reassess your compliance with USP <467> if you 

change ingredient suppliers in the post approval period including implementing 
revised controls. 

 
 

B.  In addition to responding to the deficiencies presented above, please note and 
acknowledge the following comments in your response: 

 
1 Please follow ICH guideline for method precision validation.  
 
2 Please be diligent in generating various data, specifically stability data for 

FDA submission and reduce any human error during data generation. 
 
 
   Sincerely yours, 

      
     {See appended electronic signature page} 
           
     Rashmikant M. Patel, Ph.D. 
     Director 
     Division of Chemistry I 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
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Dissolution Checklist 
ANDA No. 40-794 

2

• The firm has proposed a dissolution method using USP Apparatus IV (flow-through 
cell) and 0.55% SDS.  However, it has provided data for test products only.  
Complete comparative dissolution data for 40 and 80 mg/mL test and reference 
products are requested. 

 
• Additionally, the firm is requested to conduct comparative dissolution testing on 40 

and 80 mg/mL test and reference products using the following FDA-recommended 
method (v:\firmsnz\ \ltrs&rev\04058P1204.doc): 

 
Source of Method FDA 
Medium Water 
Volume (mL) 900 mL 
USP Apparatus type Paddle 
Rotation (rpm) 50 rpm 
Sampling Times 15, 30, 45, 60, 120 and 240 minutes 
 
 
 
 
______________________________________________________________ 
S. P. Shrivastava, Ph.D.  Team II  Date 
 
 
 
 
______________________________________________________________ 
Shriniwas G. Nerurkar, Ph.D.  Team II  Date 
Division of Bioequivalence 
Office of Generic Drugs 
 
 

(b) (4)



 

BIOEQUIVALENCE DEFICIENCIES 
 

ANDA:40-794 APPLICANT: Sandoz, Inc. 
 
DRUG PRODUCT:   Methylprednisolone Acetate Injectable 

Suspension, USP  
40 and 80 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of the dissolution testing portion of your 
submission acknowledged on the cover sheet. The review of 
the bioequivalence studies will be conducted later. The 
following deficiency(ies) has (have) been identified: 
 
1. You have proposed a dissolution method using USP 

Apparatus IV (flow-through cell) and 0.55% SDS.  
However, you have provided data for test products only.  
Complete comparative dissolution data for 40 and 80 
mg/mL test and reference products are requested. 

 
2. Additionally, please conduct comparative dissolution 

testing on 40 and 80 mg/mL test and reference products 
using the following FDA-recommended method: 

 
Medium:  Water 
Volume (mL): 900 mL 
USP Apparatus: II (Paddle) at 50 rpm 
Sampling Times: 15, 30, 45, 60, 120 and 240 minutes 
Dosage Units: 12 each for the test and reference 

 
 
 
 

Sincerely yours, 
 

 
{See appended electronic signature page} 

 
 

Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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BIOEQUIVALENCE - INCOMPLETE Submission date:  10/18/06 
 
[NOTE: The in vitro testing is incomplete. The fasting BE studies and waiver 
request are pending review] 
 
1. DISSOLUTION (BDI – 10/18/06)   Strength: 40 and 80 mg/mL 
       Outcome: IC   
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The DBE will review the fasted BE study and waiver requests at a later date. 
 
The firm has provided the CTD Summary Tables. 
 
II. DISSOLUTION CHECKLIST 

The dissolution review (see Shrivastava, S.P., Bioequivalence Dissolution Review, DFS) 
indicated two deficiencies as follows:  
 
1.   You have proposed a dissolution method using USP Apparatus IV (flow-through 

cell) and 0.55% SDS.  However, you have provided data for test products only.  
Complete comparative dissolution data for 40 and 80 mg/mL test and reference 
products are requested. 

 
2. Additionally, please conduct comparative dissolution testing on 40 and 80 mg/mL 

test and reference products using the following FDA-recommended method: 
 

Medium:  Water 
Volume (mL): 900 mL 
USP Apparatus: II (Paddle) at 50 rpm 
Sampling Times: 15, 30, 45, 60, 120 and 240 minutes 
Dosage Units: 12 each for the test and reference 

 
In this amendment, the firm has adequately responded to both the deficiencies by 
providing requested data.  The dissolution data are reviewed and results are discussed in 
Sections below. 
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Table 2.  Summary of In Vitro Dissolution Studies – USP Apparatus IV (Flow-through Cell) and 40 mg Strength 
 

% dissolution cumulative, Range 
(RSD%) 

Study 
reference 
report 

Product 
ID/Batch No. 

Dosage 
Form 

Conditions 
(DI-0002) 

No. of 
Dosage 
Units 5 

min 
10 
min 

15 
min 

20 
min 

30 
min 

40 
min 

50 
min 

60 
min 

70 
min 

80 
min 

90 
min 

Difference 
(f1) and 
similarity 
(f2) 
values 

ADSR-06-37  

Test product  
 
Methylprednisolone 
Acetate Injectable 
Suspension  
(single dose) 
Lot # 1100402-C 

40 
mg/mL 12 

11.0% 

(3.5%) 

28.0% 

(1.4%) 

39.9% 

(2.7%) 

47.5% 

(3.4%) 

56.6% 

(3.9%) 

63.3% 

(4.1%) 

68.6% 

(4.2%) 

73.1% 

(4.3%) 

76.9% 

(4.3%) 

80.1% 

(4.3%) 

82.8% 

(4.1%) 

ADSR-06-37 

Reference 
Product 
 
Methylprednisolone 
Acetate Injectable 
Suspension  
Lot# 96MDT 

40 
mg/mL 

Dissolution 
Apparatus 4 
 
Flow rate : 8 
mL/min 
 
Medium 
0.55% SDS* 
 
Open loop 
and off line  
 
Temperature : 
37°C 

12 
10.2 

1.6 

26.6 

2.3 

39.4 

2.1 

49.1 

1.7 

62.8 

1.9 

72.0 

2.1 

76.5 

2.2 

83.2 

2.1 

86.6 

2.0 

89.1 

1.9 

90.9 

1.8 

 

* SDS: Sodium Dodecyl Sulfate (references: book 127 p. 20-26, binder V-14) 
 
 
 

(b) (4)

(b) (4)
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Table 5.  Summary of In Vitro Dissolution Studies - USP Apparatus II (Paddle) and 40 mg Strength, (0.2 µm Nylon Filter) 
 

% dissolution cumulative 
(RSD%) 

Study 
reference 
report 

Product 
ID/Batch No. 

Dosage 
Form 

Conditions 
(DI-0002) 

No. of 
Dosage 
Units 15 

min 
30 
min 

45 
min 

60min 120 
min 

240 
min 

Difference (f1) and 
similarity (f2) values 

ADSR-07-04 

Test product  
 
Methylprednisolone Acetate 
Injectable Suspension  
(single dose) 
Lot # 1100402-C 

40 mg/mL 3 16.3 
0.0 

16.7 
0.3 

16.6 
0.9 

16.8 
2.1 

16.8 
0.6 

16.0 
8.5 

ADSR-07-04 

Reference Product 
 
Methylprednisolone Acetate 
Injectable Suspension  
Lot# AAOHB 

40 mg/mL 

Dissolution 
 
Apparatus 2 
(Paddle) at 50 rpm 
 
Volume: 900 mL 
 
Medium: Water 
 
Temperature : 
37°C 
0.2 µm filter 

3 15.4 
1.7 

15.7 
1.3 

15.8 
0.6 

16.0 
1.0 

16.1 
0.9 

16.4 
0.6 
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Table 6.  Summary of In Vitro Dissolution Studies - USP Apparatus II (Paddle) and 80 mg Strength, (0.2 µm Nylon Filter) 
 

% dissolution cumulative 
(RSD%) 

Study 
reference 
report 

Product 
ID/Batch No. 

Dosage 
Form 

Conditions 
(DI-0002) 

No. of 
Dosage 
Units 15 

min 
30 
min 

45 
min 

60min 120 
min 

240 
min 

Difference (f1) and 
similarity (f2) values 

ADSR-07-04 

Test product  
 
Methylprednisolone Acetate 
Injectable Suspension  
(single dose) 
Lot # 124943 

80 mg/mL 3 16.0 
1.0 

16.5 
2.1 

16.2 
1.1 

16.8 
0.3 

16.5 
1.0 

17.0 
0.6 

ADSR-07-04 

Reference Product 
 
Methylprednisolone Acetate 
Injectable Suspension  
Lot# 83PTU 

80 mg/mL 

Dissolution 
 
Apparatus 2 
(Paddle) at 50 rpm 
 
Volume: 900 mL 
 
Medium: Water 
 
Temperature : 37°C 
0.2 µm filter 

3 15.3 15.1 16.1 16.3 16.5 16.6 
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Table 7.  Summary of In Vitro Dissolution Studies - USP Apparatus II (Paddle) and 40 mg Strength (0.45 µm Nylon Filter) 

 
 

% dissolution cumulative 
(RSD%) 

Study 
reference 
report 

Product 
ID/Batch No. 

Dosage 
Form 

Conditions 
(DI-0002) 

No. of 
Dosage 
Units 5 

min 
10 
min 

15 
min 

20 
min 

30 
min 

40 
min 

45 
min 

50 
min 

60 
min 

70 
min 

80 
min 

90 
min 

120 
min 

240 
min 

Difference 
(f1) and 
similarity 
(f2) 
values 

ADSR-07-04  

Test product  
 
Methylprednisolone 
Acetate Injectable 
Suspension  
(single dose) 
Lot # 1100402-C 

40 
mg/mL 3 99.0 

0.5 
99.1 
0.4 

99.1 
0.5 

99.4 
1.0 

99.3 
0.8 

99.1 
0.8 

99.1 
1.0 

99.3 
0.6 

99.5 
0.6 

98.9 
0.9 

99.5 
0.9 

99.0 
1.4 

99.7 
0.7 

99.5 
1.3 

ADSR-07-04 

Reference 
Product 
 
Methylprednisolone 
Acetate Injectable 
Suspension  
Lot# AAOHB 

40 
mg/mL 

Dissolution 
Apparatus 2 
(Paddle) at 50 
rpm 
 
Volume 
900mL 
 
Medium 
0.55% SDS 
 
Temperature : 
37°C 
 
0.45 µm filter 

3 92.3 
2.5 

93.3 
1.7 

93.1 
1.5 

93.5 
2.8 

93.7 
2.4 

93.3 
2.5 

93.6 
2.3 

93.5 
2.2 

93.7 
1.6 

93.6 
2.1 

93.6 
1.9 

93.3 
2.3 

93.4 
2.6 

93.7 
2.0 
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Table 8.  Summary of In Vitro Dissolution Studies - USP Apparatus II (Paddle) and 80 mg Strength (0.45 µm Nylon Filter) 
 
 

% dissolution cumulative 
(RSD%) 

Study 
reference 
report 

Product 
ID/Batch No. 

Dosage 
Form 

Conditions 
(DI-0002) 

No. of 
Dosage 
Units 5 

min 
10 
min 

15 
min 

20 
min 

30 
min 

40 
min 

45 
min 

50 
min 

60 
min 

70 
min 

80 
min 

90 
min 

120 
min 

240 
min 

Difference 
(f1) and 
similarity 
(f2) 
values 

ADSR-07-04  

Test product  
 
Methylprednisolone 
Acetate Injectable 
Suspension  
(single dose) 
Lot #124943 

80 
mg/mL 3 99.7 

0.3 
99.8 
0.6 

99.9 
0.3 

99.6 
0.8 

100.1 
0.4 

100.1 
0.3 

99.7 
0.9 

99.8 
0.7 

99.5 
0.9 

99.4 
0.8 

99.7 
0.5 

99.8 
0.7 

99.7 
1.3 

100.1 
1.2 

ADSR-07-04 

Reference 
Product 
 
Methylprednisolone 
Acetate Injectable 
Suspension  
Lot# 83PTU 

80 
mg/mL 

Dissolution 
Apparatus 2 
(Paddle) at 50 
rpm 
 
Volume 
900mL 
 
Medium 
0.55% SDS 
 
Temperature : 
37°C 
 
0.45 µm filter 

3 94.2 
0.9 

94.4 
1.1 

94.0 
0.6 

94.1 
1.0 

94.5 
1.1 

94.2 
1.3 

94.1 
0.8 

94.3 
0.9 

94.1 
1.0 

93.9 
0.2 

93.5 
1.1 

94.2 
1.3 

93.9 
0.3 

94.4 
0.9 

 

 



 10

Table 9.  Summary of In Vitro Dissolution Studies - USP Apparatus II (Paddle) and 40 mg Strength (0.2 µm Nylon Filter) 

 
% dissolution cumulative 

(RSD%) 
Study 
reference 
report 

Product 
ID/Batch No. 

Dosage 
Form 

Conditions 
(DI-0002) 

No. of 
Dosage 
Units 5 

min 
10 
min 

15 
min 

20 
min 

30 
min 

40 
min 

45 
min 

50 
min 

60 
min 

70 
min 

80 
min 

90 
min 

120 
min 

240 
min 

Difference 
(f1) and 
similarity 
(f2) 
values 

ADSR-07-04  

Test product  
 
Methylprednisolone 
Acetate Injectable 
Suspension  
(single dose) 
Lot # 1100402-C 

40 
mg/mL 3 98.6 

1.1 
99.0 
1.0 

99.1 
1.0 

99.4 
1.1 

99.2 
1.3 

99.0 
1.3 

99.0 
0.9 

99.3 
0.8 

99.3 
0.7 

99.5 
1.2 

99.9 
0.6 

100.0 
0.8 

100.0 
0.7 

99.9 
0.9 

ADSR-07-04 

Reference 
Product 
 
Methylprednisolone 
Acetate Injectable 
Suspension  
Lot# AAOHB 

40 
mg/mL 

Dissolution 
Apparatus 2 
(Paddle) at 50 
rpm 
 
Volume 
900mL 
 
Medium 
0.55% SDS 
 
Temperature : 
37°C 
 
0.2 µm filter 

3 92.2 
1.8 

93.6 
1.7 

93.1 
2.2 

93.6 
1.7 

93.8 
2.0 

93.8 
2.2 

93.5 
2.1 

93.8 
2.6 

93.7 
2.1 

94.0 
2.6 

94.0 
1.7 

94.2 
2.5 

94.0 
1.7 

94.4 
2.5 
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Table 10.  Summary of In Vitro Dissolution Studies - USP Apparatus II (Paddle) and 80 mg Strength (0.2 µm Nylon Filter) 
 

% dissolution cumulative 
(RSD%) 

Study 
reference 
report 

Product 
ID/Batch No. 

Dosage 
Form 

Conditions 
(DI-0002) 

No. of 
Dosage 
Units 5 

min 
10 
min 

15 
min 

20 
min 

30 
min 

40 
min 

45 
min 

50 
min 

60 
min 

70 
min 

80 
min 

90 
min 

120 
min 

240 
min 

Differenc
(f1) and 
similarity
(f2) 
values 

ADSR-07-04  

Test product  
 
Methylprednisolone 
Acetate Injectable 
Suspension  
(single dose) 
Lot #124943 

80 
mg/mL 3 100.6 

0.3 
100.6 
0.6 

100.5 
0.6 

100.8 
0.9 

100.6 
0.2 

101.2 
0.2 

100.9 
0.6 

101.0 
0.7 

100.7 
0.6 

100.9 
0.5 

100.7 
0.7 

100.1 
0.7 

100.9 
0.3 

101.3 
0.7 

ADSR-07-04 

Reference 
Product 
 
Methylprednisolone 
Acetate Injectable 
Suspension  
Lot# 83PTU 

80 
mg/mL 

Dissolution 
Apparatus 2 
(Paddle) at 50 
rpm 
 
Volume 
900mL 
 
Medium 
0.55% SDS 
 
Temperature : 
37°C 
 
0.2 µm filter  

3 94.3 
1.0 

95.2 
1.1 

95.1 
0.9 

95.1 
0.8 

95.0 
0.7 

94.9 
0.6 

94.8 
0.5 

94.4 
0.5 

94.4 
0.7 

94.4 
0.8 

94.6 
0.6 

94.7 
0.6 

94.2 
1.2 

94.9 
1.3 
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IV. COMMENTS: 

1. There is no USP/FDA Dissolution method available for this product.  Therefore, 
the DBE requested firms to develop a dissolution method for its products (e.g., 
ANDA 40-557, Sicor Pharmaceuticals; CD 04-058, ). 

 
2. The firm has proposed a dissolution method using USP Apparatus IV (flow-

through cell) and 0.55% SDS (Table 2, Table 3).  The similarity factor F2 values 
were >50 for both test and reference products (Table 4).  Since the firm ran out of 
the Bio reference batch (80 mg/mL, Lot #05MHJ), it has conducted dissolution on 
another Reference batch (Lot # 08MCA), and has also provided dissolution data 
on six dosage units of Bio reference Lot (Table 3). 

 
3. Additionally, the firm has provided dissolution testing data, as requested by the 

DBE (Letter, dated 12/5/06), in water and SDS media using Paddle at 50 rpm 
(Tables 5-10).The dissolution testing results showed a slow (16-17% dissolution 
in water in 6 hours, Table 5), and a  fast dissolution in SDS medium (92-101% in 
5 minutes, Table 7-10). The sponsor found only ~17% dissolution of the brand 
name products in six hours while Sicor (ANDA 40-557) observed a dissolution of 
over 80% in one hour in the same medium. The reason for the difference may be 
the use of filters by Sandoz, which probably filters out any fine particles in 
samples.   

 
4. Although the number of dosage units used in these studies were only 3 (n=3), the 

results clearly indicate that these methods (900 mL water or 0.55% SDS with 
Paddle at 50 rpm) are not appropriate for the products. 

 
5. The firm’s dissolution method using 0.55% SDS medium as follows is acceptable: 

 
Medium 0.55 % Sodium Dodecyl Sulfate 
Temperature 37 0C 
USP Apparatus type IV (Flow-through Cell) 
Type of cell 22.6 mm 
Glass beads 1 mm 
Glass beads loading 13 g 
Type of filter 2, Glass microfiber GF/C (Whatman), 25 mm diameter 
Sample load 1 mL for 80 mg/mL strength 

2 mL for 40 mg/mL strength 
Flow rate 8 mL/minute 
Sampling Times 15, 30, 45, 60, 120 and 240 minutes 
 

6. The firm has not proposed any dissolution specifications for its products.  Based 
on the data submitted, following dissolution specifications are recommended for 
40 mg/mL and 80 mg/mL strength products: 

 

(b) (4)
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CC:  ANDA   40-794  
 
[NOTE: The in vitro testing is incomplete pending acceptance of dissolution 
specification by the firm. The fasting and/or fed BE studies and waiver request are 
pending review] 
 
1. DISSOLUTION AMENDMENT (DA)  Submission date: 03/09/2007 

Strength: 40 mg/mL, 80 mg/mL 
       Outcome: IC 
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3.6 In Vivo Studies 

3.6.1 Single-dose Fasting Study:  

Table 1.  Summary of  In Vivo Bioequivalence Study: Single-dose Fasting Study (Firm’s Data) 
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Table 2.  Statistical Summary of the Comparative BA Data Calculated by the Firm  
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Table 10.  Study Adverse Events, Fasting and Fed Bioequivalence Studies 
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Table 11.  Study Adverse Events, Fasting and Fed Bioequivalence Studies (Cont’d) 
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Figure 1.  Mean Plasma Concentrations, Single-Dose Fasting Bioequivalence Study 
Methylprednisolone Acetate (n=146) 







         
 

BIOEQUIVALENCE DEFICIENCIES 
 
ANDA/AADA:  40-794  
 
APPLICANT:  Sandoz Canada, Inc. 
 
DRUG PRODUCT: Methylprednisolone Acetate Injectable 

Suspension, USP, Single-dose vial 
Formulation, 40 mg and 80 mg 

 
The Division of Bioequivalence has completed its review of 
your submission(s) acknowledged on the cover sheet.  The 
following deficiency has been identified: 
 
1.  Please acknowledge your acceptance of the following 

dissolution testing method and specifications: 
 

Medium   0.55% (SDS) at 37 0C 
Flow rate   8 mL/min. 
Type of Cell  22.6 mm 
Glass beads  1 mm 
Glass beads loading 13 g 
Type of filter  2 filters GF/C (Whatman) 
Sample loading: 2 mL for 40 mg/mL; 1 mL for 80 

mg/mL 
Specifications: 

 
40 mg/mL:  30 minutes 0% 

     90 minutes NLT % 
 
   80 mg/mL:  30 minutes % 
     90 minutes NLT % 

 
 
 

Sincerely yours, 
 
 
{See appended electronic signature page} 
 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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DIVISION OF BIOEQUIVALENCE DISSOLUTION ACKNOWLEDGEMENT 

REVIEW 
 

ANDA No. 40-794  
Drug Product Name Methylprednisolone Acetate Injectable Suspension  
Strength 40 mg/mL and 80 mg/mL  
Applicant Name Sandoz, Inc.  
Submission Date  September 5, 2007  
Reviewer   Keri Suh, Pharm.D.  
  
 
EXECUTIVE SUMMARY 
 
This is a review of the dissolution specification acknowledgement from the firm.  
 
The firm has accepted the FDA-recommended dissolution method and specification. 
 
The application is complete. 
 
COMMENTS: 
 
None 

 
DEFICIENCY COMMENTS: 
 
None 
 
RECOMMENDATIONS: 
 
From a bioequivalence point of view, the firm has met the requirements for in-vivo 
bioequivalence and in-vitro dissolution testing and the application is approvable. 
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ANDA 40-794 
 
BIOEQUIVALENCE -  ACCEPTABLE   
 
Submission date: September 5, 2007 
 
1.  Study Amendment (STA)     Strengths: All 
         Outcome: AC 
 
 
Outcome Decisions: AC - Acceptable 
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CENTER FOR DRUG EVALUATION AND RESEARCH 
 

 
 

APPLICATION NUMBER: 
ANDA 40-794 

 
 
 
 
 
 

MICROBIOLOGY REVIEWS 



Product Quality Microbiology Review 
 

June 19, 2008 
 
 
ANDA: 40-794 
 
Drug Product Name 

Proprietary:  N/A 
Non-proprietary:  Methylprednisolone Acetate Injectable Suspension, 

USP (single-dose) 
Drug Product Classification:  N/A 

Review Number:  #1 
 
Dates of Submission(s) Covered by this Review 

Letter Stamp Consult Sent Assigned to Reviewer 
July 21, 2006 July 21, 2006 N/A March 20, 2008 

December 
10, 2007* 

December 
11, 2007 N/A March 20, 2008 

 
*Gratuitous Amendment 
 
Submission History (for amendments only) – None 
 
Applicant/Sponsor 

Name:  Sandoz Canada Inc. 
Address:  145 Jules Leger Street 

Boucherville, (QC) 
Canada J4B 7K8 

 
Representative:  Beth Brennan 

c/o Sandoz Inc. 
2555 W. Midway Blvd., P. O. Box 446 
Broomfield, Colorado 80038  

Telephone:  303-438-4237 
 
Name of Reviewer:  George K. Arhin, Ph.D. 
 
Conclusion:  The submission is not recommended for approval on the 
basis of sterility assurance. 
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 Page 2  
 

Product Quality Microbiology Data Sheet 
 
A. 1. TYPE OF SUBMISSION:  Original ANDA  
 

 
2. SUBMISSION PROVIDES FOR:  Initial marketing of sterile drug 

product  
 

3. MANUFACTURING SITE:   
Sandoz Canada Inc. 
145 Jules-Leger Street 
Boucherville, (QC),  
Canada j4B 7K8 

 
 
4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND 

STRENGTH/POTENCY:  Sterile injectable solution, supplied as 40 
mg/ml and 80 mg/ml strengths in fill volumes of  (single-
dose), given by IM. 

 
5. METHOD(S) OF STERILIZATION:   

 
 

6. PHARMACOLOGICAL CATEGORY: Steroidal anti-inflammatory 
glucocorticoid for intramuscular, intrasynovial, soft tissue or intralesional 
injection. 
 
 

B. SUPPORTING/RELATED DOCUMENTS: ANDA 40-719 - Sandoz Canada 
Inc. Multi-dose form of the drug product which is  

 was reviewed by the same Microbiology Reviewer (G. Arhin). Portions 
of the validation data and sterility assurance information of ANDA 40-794 and 
40-719 are similar. 
 
 

C. REMARKS: None 
 
 
 

 
 
 
 
filename:  40-794.doc 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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2. REVIEW OF COMMON TECHNICAL DOCUMENT-
QUALITY (CTD-Q) 
MODULE 1 
 
A. PACKAGE INSERT  

(1.14.1.3, Vol. 1.1, pages 2-14) 
The drug product is a sterile solution available in 2 strengths (40 mg/ml, 1 
ml fill volume, single dose) and 80 mg/ml, 1 ml fill volume, single dose) 
given by intramuscular, intrasynovial, soft tissue or intralesional injection. 
The drug product is stored at 20-25oC (68-77oF).  

 
Acceptable 
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3. LIST OF MICROBIOLOGY DEFICIENCIES AND 
COMMENTS:  
 

ANDA:  40-794  APPLICANT:  Sandoz Canada Inc 
 
DRUG PRODUCT:  Methylprednisolone Acetate Injectable Suspension USP (single- 
 dose) 

 
 
A. Microbiology Deficiencies: 

 
1. 

 
2. 

 

 
 
3. 

(b) (4)
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Please clearly identify your amendment to this facsimile as “RESPONSE TO 
MICROBIOLOGY DEFICIENCIES”.  The “RESPONSE TO MICROBIOLOGY 
DEFICIENCIES” should also be noted in your cover page/letter. 

 
 
Sincerely yours, 

 
{See appended electronic signature page} 
 
Brenda Pillari, Ph.D. 
Microbiology Team Leader 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
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MICROBIOLOGIST
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Product Quality Microbiology Review 
 

January 12, 2009 
 
ANDA: 40-794 
 
Drug Product Name 

Proprietary:  N/A 
Non-proprietary:  Methylprednisolone Acetate Injectable Suspension, 

USP (single-dose) 
Drug Product Classification:  N/A 

Review Number:  #2 
 
Dates of Submission(s) Covered by this Review 

Letter Stamp Consult Sent Assigned to Reviewer 
August 22, 

2008 
August 25, 

2008 N/A January 7, 2009 
 
 
Submission History (for amendments only) 

Submission Date(s) Microbiology Review # Microbiology Review 
Date 

July 21, 2006 1 June 19, 2008 
December 10, 2007* 1 June 19, 2008 

 
*Gratuitous Amendment 
 
Applicant/Sponsor 

Name:  Sandoz Canada Inc. 
Address:  145 Jules Leger Street 

Boucherville, (QC), Canada J4B 7K8 
 
Representative:  Beth Brennan 

c/o Sandoz Inc. 
2555 W. Midway Blvd., P. O. Box 446 
Broomfield, Colorado 80038  

Telephone:  303-438-4237 
 
Name of Reviewer:  George K. Arhin, Ph.D. 
 
Conclusion:  The submission is recommended for approval on the basis of 
sterility assurance. 
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 Page 2  
 

Product Quality Microbiology Data Sheet 
 
A. 1. TYPE OF SUBMISSION:  Original Amendment 
 

 
2. SUBMISSION PROVIDES FOR:  Response to Agency’s Microbiology 

deficiency letter. 
 

 
3. MANUFACTURING SITE:   

Sandoz Canada Inc. 
145 Jules-Leger Street 
Boucherville, (QC),  
Canada j4B 7K8 

 
 
4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND 

STRENGTH/POTENCY:  Sterile injectable solution, supplied as 40 
mg/ml and 80 mg/ml strengths in fill volumes of  (single-
dose), given by IM. 

 
5. METHOD(S) OF STERILIZATION:   

 
 

6. PHARMACOLOGICAL CATEGORY: Steroidal anti-inflammatory 
glucocorticoid for intramuscular, intrasynovial, soft tissue or intralesional 
injection. 
 
 

B. SUPPORTING/RELATED DOCUMENTS: None 
 
 

C. REMARKS: The subject amendment provides a response to the microbiology 
deficiencies conveyed to the applicant in the Agency’s July 21, 2008 deficiency 
letter. 
 
 

 
 
 
 
filename:  40-794a1.doc 

(b) (4)

(b) (4)
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ANDA CHECKLIST FOR CTD or eCTD FORMAT 
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR 

FILING 
 

**For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) 
Format please go to:  http://www fda.gov/cder/regulatory/ersr/ectd.htm 

***For a Comprehensive Table of Contents Headings and Hierarchy please go to:  
http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 

** For more CTD and eCTD informational links see the final page of the ANDA Checklist 
*** A model Quality Overall Summary for an immediate release table and an extended release capsule can be found 

on the OGD webpage http://www fda.gov/cder/ogd/  *** 
 

 
ANDA #: 40-794    FIRM NAME:  SANDOZ   INC. 
 
PIV: NO  Electronic or Paper Submission:  PAPER  
  
 RELATED APPLICATION(S): 40-719 FROM 
SANDOZ  INC. FOR METHYLPREDNISOLONE  
ACETATE INJECTION FOR 40 MG/ML AND 80 
MG/ML (MULTIPLE DOSE VIALS) PN 3/9/06 

First Generic Product Received?  NO 
 
DRUG NAME:   METHYLPREDNISOLONE   ACETATE  
DOSAGE FORM:  INJECTABLE  SUSPENSION USP, 
 40 MG/ML  AND 80 MG/ML  (SINGLE DOSE )   
 
Random Queue:   5  
Chem Team Leader:  Bykadi, Raj      PM:    Ben Danso      Labeling Reviewer: Ruby Wu 

           Letter Date:   JULY 21, 2006  Received Date:  JULY 24, 2006 
 
   Comments:     EC-1  YES                         On Cards:   YES         
     Therapeutic Code:  5030100   CORTICOSTEROIDS        
 

Archival  copy:  PAPER            Sections   I       
Review copy:  YES               E-Media Disposition:  YES  SENT TO EDR 
Not applicable to electronic sections                     
 
PART 3 Combination Product Category   N Not a Part3 Combo Product   
(Must be completed for ALL Original Applications)           Refer to the Part 3 Combination Algorithm 

 
 
Reviewing 
CSO/CST     Iain Margand 
 
        Date    11/7/06   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        

Bio Assignments: 
 

 BPH            BCE 

 BST            BDI 

 
 Micro Review 

      !!!Yes, 
MICRO Review 
NEEDED!!! 



 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
     Incomplete dissolution. The applicant has not provided a comparison of their product verses the RLD  
           product. 
           Need to revise patent certification by removing reference to the  and adding the 80 mg/mL
           strength. 
           Need to provide a DMF letter of authorization from  allowing FDA to access the DMF 
           #  
   
          Dissolution information provided in amendment dated 10/18/06 along with revision of patent information.  
           DMF letter for was provided in a telephone amendment dated 11/6/06. 
            
 
Contact:  Beth Brannan  303-438-4237 

 
 
 
 
MODULE 1 
     ADMINISTRATIVE                  
                                                                     ACCEPTABLE 

 
1.1 

 
1.1.2 
     Signed and Completed Application Form (356h)  (original signature)  
     (Check Rx/OTC Status) RX   YES       

 

  
1.2 Cover Letter  Dated: JULY 21, 2006        

    * 
 

Table of Contents (paper submission only) YES        
 

    1.3.2 Field Copy Certification (original signature) YES       
(N/A for E-Submissions)   

 
 

    1.3.3 Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other: 
1. Debarment Certification (original signature)   YES      
2. List of Convictions statement (original signature) YES       

 
 

    1.3.4 Financial Certifications 
Bioavailability/Bioequivalence Financial Certification (Form FDA 3454) or Disclosure 
Statement (Form FDA 3455) YES      
 

 
 

    1.3.5 
 

1.3.5.1 
    Patent Information 
    Patents listed for the RLD in the Electronic Orange Book Approved Drug Products with  
    Therapeutic Equivalence Evaluations   NO 
1.3.5.2 
    Patent Certification      
    1.  Patent number(s)    N/A 
    2.  Paragraph:  (Check  all certifications that apply) 
         MOU  PI     PII    PIII    PIV   
         No Relevant Patents   
    3. Expiration of Patent(s):     NA 
        a.   Pediatric exclusivity submitted?        
        b.   Expiration of Pediatric Exclusivity?      
    4. Exclusivity Statement:   YES          no unexpired exclusivities 

 
 

(b) (4)

(b) (4)
(b) (4)

(b) (4)



    1.4.1 
 

 

References 
     Letters of Authorization 

1. DMF letters of authorization 
a.    Type II DMF authorization letter(s) or synthesis for Active Pharmaceutical 
       Ingredient   Y      
b. Type III DMF authorization letter(s) for container closure  Y      

DMF letter from  needs to be revised to allow FDA to 
review the DMF. 

2. US Agent Letter of Authorization (U.S. Agent [if needed, countersignature  
on 356h])       Y      

 
 

 
   1.12.11 

 
Basis for Submission   
NDA# :   11-757          
Ref Listed Drug:  DEPO  MEDROL        
Firm: PHARMACIA   AND UPJOHN       
ANDA suitability petition required?  NA 
If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) 
see section 1.9.1        
 

 

 

(b) (4)

(b) (4)



 
 
MODULE 1 (Continued) 
     ADMINISTRATIVE     
                                                                                                                                           ACCEPTABLE                  
   
   
1.12.12 
 

 
Comparison between Generic Drug and RLD-505(j)(2)(A) 
1. Conditions of use    Same 
2. Active ingredients  Methylprednisolone acetate 
3. Inactive ingredients  Same 
4. Route of administration  Intramuscular 
5. Dosage Form  Injectable suspension 
6. Strength   40 mg/mL, 80 mg/mL 
 

 
 

1.12.14  Environmental Impact Analysis Statement YES 
 

 

1.12.15 
 

Request for Waiver             For 40 mg/mL strength 
Request for Waiver of In-Vivo BA/BE Study(ies):  Paper, YES 

 
 

1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1 
     4 copies of draft (each strength and container)    Y  single copy paper and 
electronic 
1.14.1.2 
     1 side by side labeling comparison of containers and carton with all differences 
     annotated and explained    Y      
1.14.1.3 
    1  package insert (content of labeling) submitted electronically    Y      
    ***Was a proprietary name request submitted?  NO     
    (If yes, send email to Labeling Reviewer indicating such.) 
 

 
 

 1.14.3 
 

Listed Drug Labeling  
1.14.3.1  
    1 side by side labeling (package and patient insert) comparison with all differences 
    annotated and explained    Y      
1.14.3.3 
    1 RLD label and 1 RLD container label     Y      
 

 
 



MODULE 2 
     SUMMARIES 
            ACCEPTABLE 
 
2.3 

 
Quality Overall Summary 
    E-Submission:    _____PDF (archive)     ____ Word Processed e.g., MS Word   
 
A model Quality Overall Summary for an immediate release table and an extended 
release capsule can be found on the OGD webpage http://www.fda.gov/cder/ogd/   
 
2.3.S  
    Drug Substance (Active Pharmaceutical Ingredient)   Y      
       2.3.S.1 
            General Information 
       2.3.S.2 
            Manufacture 
       2.3.S.3  
            Characterization 
       2.3.S.4  
            Control of Drug Substance 
       2.3.S.5  
            Reference Standards or Materials 
       2.3.S.6  
            Container Closure System 
       2.3.S.7  
            Stability 
 
2.3.P 
    Drug Product     Y       
       2.3.P.1 
            Description and Composition of the Drug Product 
       2.3.P.2  
            Pharmaceutical Development        
                  2.3.P.2.1 
                       Components of the Drug Product 
                            2.3.P.2.1.1  
                                 Drug Substance 
                            2.3.P.2.1.2  
                                 Excipients 
                 2.3.P.2.2  
                      Drug Product 
                 2.3.P.2.3  
                      Manufacturing Process Development 
                 2.3.P.2.4  
                     Container Closure System 
      2.3.P.3 
            Manufacture 
      2.3.P.4  
           Control of Excipients 
      2.3.P.5  
           Control of Drug Product 
      2.3.P.6  
           Reference Standards or Materials 
      2.3.P.7  
           Container Closure System 
      2.3.P.8  
           Stability  
 

 
 



 
2.7 

 
Clinical Summary (Bioequivalence) 
     E-Submission:    _____PDF (archive)    ____ Word Processed e.g., MS Word 
  
2.7.1 
     Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 
     Background and Overview       
2.7.1.2 
     Summary of Results of Individual Studies       
2.7.1.3 
     Comparison and Analyses of Results Across Studies        
2.7.1.4 
      Appendix       
 

 
 

 
 
 
MODULE 3 
     3.2.S DRUG SUBSTANCE 
            ACCEPTABLE 
 
3.2.S.1 General Information 

3.2.S.1.1 
     Nomenclature   Y       
3.2.S.1.2 
     Structure    Y      
3.2.S.1.3 
     General Properties    Y      
 

 
 

 
3.2.S.2 

 
Manufacturer 
3.2.S.2.1 
     Manufacturer(s) (This section includes contract manufacturers and testing labs) 
     Drug Substance (Active Pharmaceutical Ingredient) 
     1. Addresses of bulk manufacturers     Y      
     2. Manufacturing Responsibilities     Y      
     3. Type II DMF number for API      DMF#  
     4. CFN or FEI numbers        
 

 
 

 
3.2.S.3  

Characterization 
 

 

(b) (4)



 
3.2.S.4 

 
Control of Drug Substance (Active Pharmaceutical Ingredient) 
3.2.S.4.1 
     Specification 
     Testing specifications and data from drug substance manufacturer(s)  Y      
3.2.S.4.2 
     Analytical Procedures    Y      
3.2.S.4.3 
     Validation of Analytical Procedures 
     1. Spectra and chromatograms for reference standards and test samples Y       
     2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance    Y      
         b. Same lot number(s)    Y      
3.2.S.4.4 
     Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s)   Y       
     2. Applicant certificate of analysis     Y      
3.2.S.4.5 
     Justification of Specification   Y 
 

 
 

 
3.2.S.5 

 
Reference Standards or Materials 

 
 

 
3.2.S.6 

 
Container Closure Systems 

 
 

 
3.2.S.7 

 
Stability 

 
 

 



 
MODULE 3 
     3.2.P DRUG PRODUCT                                                                                               ACCEPTABLE 

 
3.2.P.1 

             
Description and Composition of the Drug Product 
     1) Unit composition  Y      

     2) Inactive ingredients are appropriate per IIG      Q1/Q2 per RLD 
labeling 
 

 
 

 
3.2.P.2 

             
Pharmaceutical Development 
Pharmaceutical Development Report    Y      
 

 
 

 
3.2.P.3 

 
Manufacture  
3.2.P.3.1   
    Manufacture(s) (Finished Dosage Manufacturer and Outside Contract Testing 
    Laboratories) 
    1. Name and Full Address(es)of the Facility(ies)    YES      
    2. CGMP Certification: YES 
    3. Function or Responsibility    YES      
    4. CFN or FEI numbers         
3.2.P.3.2   
    Batch Formula  
    Batch Formulation   Y      
3.2.P.3.3   
    Description of Manufacturing Process and Process Controls 
    1. Description of the Manufacturing Process     Y      
    2. Master Production Batch Record(s) for largest intended production runs (no more than 10x 
     pilot batch) with equipment specified  40mg/mL      80mg/mL –
    3. If sterile product: 
    4. Reprocessing Statement    Y      
3.2.P.3.4  
    Controls of Critical Steps and Intermediates 
3.2.P.3.5      
    Process Validation and/or Evaluation  OK for filing per Lynn E. 

 

 
 

(b) (4) (b) (4)

(b) (4)

(b) (4)



 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)       
 Source of inactive ingredients identified    Y      
 
3.2.P.4.1   
    Specifications 
    1. Testing specifications (including identification and characterization)    Y      
    2. Suppliers' COA (specifications and test results)     Y      
3.2.P.4.2   
    Analytical Procedures   Y 
3.2.P.4.3   
    Validation of Analytical Procedures   Y 
3.2.P.4.4   
    Justification of Sepcifications 
    Applicant COA   Y      
 

 
 



MODULE 3 
     3.2.P DRUG PRODUCT 
                                                                                                                                              ACCEPTABLE 

 
3.2.P.5 

 
Controls of Drug Product 
3.2.P.5.1 
     Specification(s)    Y      
3.2.P.5.2 
     Analytical Procedures    Y      
3.2.P.5.3 
     Validation of Analytical Procedures 
     Samples - Statement of Availability and Identification of: 
      1. Finished Dosage Form        
      2. Same lot numbers       see sec. 3.2.R.3.P 
3.2.P.5.4 
     Batch Analysis                                                                   40 mg/mL - 1100402 
     Certificate of Analysis for Finished Dosage Form        80 mg/mL - 124943 
3.2.P.5.5   
     Characterization of Impurities  Y 
3.2.P.5.6   
     Justification of Specifications   Y 
 

 
 

3.2.P.7 Container Closure System 
     1. Summary of Container/Closure System (if new resin, provide data)   Y      
     2. Components Specification and Test Data   Y      
     3. Packaging Configuration and Sizes      2 mL glass vial 
     4. Container/Closure Testing    Y      
     5. Source of supply and suppliers address    Y      

 
 

3.2.P.8 
 

3.2.P.8.1 
     Stability (Finished Dosage Form) 
     1. Stability Protocol submitted     Y      
     2. Expiration Dating Period    months 
3.2.P.8.2 
     Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments   Y      
3.2.P.8.3 
     Stability Data  
     1. 3 month accelerated stability data   Y                                           40mg/mL-1100402 
     2. Batch numbers on stability records the same as the test batch          80mg/mL-124943 

 
 

MODULE 3 
     3.2.R  Regional Information 
                                                                                                                                              ACCEPTABLE 

3.2.R 
(Drug 
Substance) 

 
3.2.R.1.S 
   Executed Batch Records for drug substance (if available)   N/A 
3.2.R.2.S 
   Comparability Protocols       
3.2.R.3.S 
   Methods Validation Package  NO       
       Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 
       (Required for Non-USP drugs)  

 
 

(b) (4)



MODULE 3 
     3.2.R  Regional Information 
                                                                                                                                              ACCEPTABLE 

3.2.R 
(Drug 
Product) 

 
3.2.R.1.P.1 
    Executed Batch Records 
    Copy of Executed Batch Record  
     with Equipment Specified, including Packaging Records (Packaging and Labeling Procedures), 

    Batch Reconciliation and Label Reconciliation        
                                                        40mg/mL                          80mg/mL    
         Theoretical Yield         
         Actual Yield                 
         Packaged Yield            
3.2.R.1.P.2 
    Information on Components  N 
3.2.R.2.P 
    Comparability Protocols  Y 
3.2.R.3.P 
    Methods Validation Package   N- USP drug product 
        Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 
       (Required for Non-USP drugs) 

 
 

 
 
MODULE 5 
     CLINICAL STUDY REPORTS 
                                                                                                                                              ACCEPTABLE 
 
5.2 
 

 
Tabular Listing of Clinical Studies 

 
 

 
5.3.1 
(complete 
study data) 

Bioavailability/Bioequivalence 
1. Formulation data same? 
    a. Comparison of all Strengths (check proportionality of multiple strengths)       
    b. Parenterals, Ophthalmics, Otics and Topicals  
       per 21 CFR 314.94 (a)(9)(iii)-(v)    Q1/Q2 per RLD labeling 
2. Lot Numbers of Products used in BE Study(ies):  80mg/mL-124943    40mg/mL-1100402 
3. Study Type:  IN-VIVO PK STUDY(IES)   (Continue with the appropriate study type box below) 
 

 
 

 5.3.1.2  
    Comparative BA/BE Study Reports 
            Study(ies) meets BE criteria (90% CI of 80-125, C max, AUC)  Y      
5.3.1.3  
    In Vitro-In-Vivo Correlation Study Reports 
            In-Vitro Dissolution:      Did not provide comparative dissolution, only the applicant product 
                                                     See amendment dated 10/18/06. 
5.3.1.4  
   Reports of Bioanalytical and Analytical Methods for Human Studies 
            Bioanalytical validation report    N      
5.3.7  
   Case Report Forms and Individual Patient Listing     N      
 

 
 

5.4 Literature References     N/A  

(b) (4)







 
 

 
 

Following this page, 1 page withheld in full - (b)(4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 40-794 
 
 
 
 
 
Sandoz Inc. 
U.S. Agent for:  Sandoz Canada Inc. 
Attention: Beth Brannan 
2555 West Midway Boulevard 
P.O. Box 446 
Broomfield, CO 80038 
 
Dear Madam: 
 
We acknowledge the receipt of your abbreviated new drug application 
submitted pursuant to Section 505(j) of the Federal Food, Drug and 
Cosmetic Act.  
 
Reference is made to our “Refuse to Receive” letter dated 
September 28, 2006 and your amendment dated October 18, 2006. 
 
Reference is also made to the telephone conversation dated  
October 30, 2006 and your correspondence dated November 6, 2006.  
 
NAME OF DRUG: Methylprednisolone Acetate Injectable Suspension USP,  

   40 mg/mL and 80 mg/mL single dose vials 
  
DATE OF APPLICATION: July 21, 2006 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: October 19, 2006   
 
We will correspond with you further after we have had the opportunity 
to review the application. 
 
Please identify any communications concerning this application with 
the ANDA number shown above. 
 
Should you have questions concerning this application, contact: 
 

Benjamin Danso                  
Project Manager 
301-827-5763 
 
Sincerely yours, 
 
{See appended electronic signature page} 

Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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BIOEQUIVALENCY AMENDMENT 
 
ANDA  40-794 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

 
  
APPLICANT:  Sandoz Inc. 
 
ATTN:  Beth Brannan 
 
FROM:  Keri Suh 

TEL: 303-438-4237 
 
FAX: 303-438-4600 
 
PROJECT MANAGER: 301-827-5847 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalency data submitted on October 18, 2006, pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Methylprednisolone Acetate 
Injectable Suspension, 40 mg/mL and 80 mg/mL.  
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above 
and has identified deficiencies which are presented on the attached one  page.  This 
facsimile is to be regarded as an official FDA communication and unless requested, a hard-copy 
will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your 
amendment should respond to all the deficiencies listed.  Facsimiles or partial replies will not 
be considered for review, nor will the review clock be reactivated until all deficiencies have 
been addressed.  Your cover letter should clearly indicate that the response is a 
"Bioequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, 
multiple dose, dissolution data, waiver or dissolution waiver) that might be included for each 
strength.  We also request that you include a copy of this communication with your response.  
Please submit a copy of your amendment in both an archival (blue) and a review (orange) jacket.  
Please direct any questions concerning this communication to the project manager identified 
above. 
 
SPECIAL INSTRUCTIONS: 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby 
notified that any disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you 
have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address. 
 



 

BIOEQUIVALENCE DEFICIENCIES 
 

ANDA:40-794 APPLICANT: Sandoz, Inc. 
 
DRUG PRODUCT:   Methylprednisolone Acetate Injectable 

Suspension, USP, 40 mg/mL and 80 mg/mL 
 
The Division of Bioequivalence (DBE) has completed its 
review of the dissolution testing portion of your 
submission acknowledged on the cover sheet. The review of 
the bioequivalence studies will be conducted later. The 
following deficiencies have been identified: 
 
1. You have proposed a dissolution method using USP 

Apparatus IV (flow-through cell) and 0.55% SDS.  
However, you have provided data for test products only.  
Complete comparative dissolution data for 40 and 80 
mg/mL test and reference products are requested. 

 
2. Additionally, please conduct comparative dissolution 

testing on 40 and 80 mg/mL test and reference products 
using the following FDA-recommended method: 

 
Medium:  Water 
Volume (mL): 900 mL 
USP Apparatus: II (Paddle) at 50 rpm 
Sampling Times: 15, 30, 45, 60, 120 and 240 minutes 
Dosage Units: 12 each for the test and reference 

 
 
 
 

Sincerely yours, 
 

 
{See appended electronic signature page} 

 
 

Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence 
Office of Generic Drugs 
Center for Drug Evaluation and Research
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REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:    40-794   
 
Date of Submission:  February 12, 2007 (amendment)  
 
Applicant's Name:   Sandoz Canada Inc. 
 
Established Name:  Methylprednisolone Acetate Injectable Suspension USP, 40 mg/mL (1 mL single-dose 

vials) and 80 mg/mL (1 mL single-dose vials) 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies 

 
1. CONTAINER –(1 mL single-dose vial) 

Satisfactory in final print as submitted in the February 12, 2007 e-amendment. 
 

2. CARTON- (1 x 1 mL vial and 10 x 1 mL vials) 
Satisfactory in final print as submitted in the February 12, 2007 e-amendment. 
 

3. PACKAGE INSERT  
Satisfactory in draft.   
 

Please submit final printed insert labeling electronically according to the guidance for industry titled 
Providing Regulatory Submissions in Electronic Format – ANDA.  
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily 
or weekly updates of new documents posted on the CDER web site at the following address - 
http://www.fda.gov/cder/cdernew/listserv.html  
 
To facilitate review of your next submission, please provide a side-by-side comparison of your proposed 
labeling with the previously submitted labeling with all differences annotated and explained. 
 
 
 

{See appended electronic signature page} 
 
___________________________ 

 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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MINOR AMENDMENT 
 
ANDA  40-794 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

 
  
APPLICANT:  Sandoz Inc. 
 
ATTN:  Beth Brannan 
 
FROM:  Benjamin Danso 

TEL: 303-438-4237 
 
FAX: 303-438-4600 
 
PROJECT MANAGER: (301) 827-5763 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated October 18, 2006, submitted pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Methylprednisolone Acetate Injectable 
Suspension, 40 mg/mL and 80 mg/mL.  
 
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in 
the attachments ( 4   pages).   This facsimile is to be regarded as an official FDA communication and unless 
requested, a hard copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 314.120 
which will either amend or withdraw the application.  Your amendment should respond to all of the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until 
all deficiencies have been addressed.  The response to this facsimile will be considered to represent a MINOR 
AMENDMENT and will be reviewed according to current OGD policies and procedures.  The designation as a 
MINOR AMENDMENT should appear prominently in your cover letter.  You have been/will be notified in a 
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of 
your bioequivalence data.  If you have substantial disagreement with our reasons for not approving this application, 
you may request an opportunity for a hearing. 
 
SPECIAL INSTRUCTIONS:  Chemistry comments provided. Please include in response. 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 

Following this page, 3 pages withheld in full - (b)(4)
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BIOEQUIVALENCY AMENDMENT 
 
ANDA  40-794 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

  
APPLICANT:  Sandoz Inc. 
 
ATTN:  Beth Brannan 
 
FROM:  Keri Suh 

TEL: 303-438-4237 
 
FAX: 303-438-4600 
 
PROJECT MANAGER: (240) 276-8782 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalency data submitted on October 18, 2006, pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Methylprednisolone Acetate 
Injectable Suspension, 40 mg/mL and 80 mg/mL.  
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above 
and has identified deficiencies which are presented on the attached one  page.  This 
facsimile is to be regarded as an official FDA communication and unless requested, a hard-copy 
will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your 
amendment should respond to all the deficiencies listed.  Facsimiles or partial replies will not 
be considered for review, nor will the review clock be reactivated until all deficiencies have 
been addressed.  Your cover letter should clearly indicate that the response is a 
"Bioequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, 
multiple dose, dissolution data, waiver or dissolution waiver) that might be included for each 
strength.  We also request that you include a copy of this communication with your response.  
Please submit a copy of your amendment in both an archival (blue) and a review (orange) jacket.  
Please direct any questions concerning this communication to the project manager identified 
above. 
 
SPECIAL INSTRUCTIONS: 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby 
notified that any disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you 
have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address. 
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BIOEQUIVALENCY AMENDMENT 
 
ANDA  40-794 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

 
  
APPLICANT:  Sandoz Inc. 
 
ATTN:  Beth Brannan 
 
FROM:  Keri Suh 

TEL: 303-438-4237 
 
FAX: 303-438-4600 
 
PROJECT MANAGER: (240) 276-8782 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalency data submitted on October 18, 2006, pursuant to Section 505(j) 
of the Federal Food, Drug, and Cosmetic Act for Methylprednisolone Acetate Injectable Suspension, 40 mg/mL and 
80 mg/mL.  
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached one  page.  This facsimile is to be regarded as an official 
FDA communication and unless requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your amendment should 
respond to all the deficiencies listed.  Facsimiles or partial replies will not be considered for review, nor will the 
review clock be reactivated until all deficiencies have been addressed.  Your cover letter should clearly indicate that 
the response is a "Bioequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple 
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength.  We also request that 
you include a copy of this communication with your response.  Please submit a copy of your amendment in both an 
archival (blue) and a review (orange) jacket.  Please direct any questions concerning this communication to the 
project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
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FAX – Microbiology Deficiencies Enclosed 
 
Office of Generic Drugs, CDER, FDA  
Document Control Room, Metro Park North II  
7500 Standish Place, Room 150  
Rockville MD  20855-2773 (240-276-8408)  
 
 
 

 
TO:  Beth   Brannan 

 
 

 
FROM:  Kun Shen 

 
      Sandoz Canada Inc. 

 
 

 
       Microbiology Project Manager  

 
PHONE:  (303) 438-4237 

 
 

 
PHONE: (240) 276-8722 

 
FAX:  (866) 301-6408 

 
 

 
FAX:       (240) 276-8428 

 
Total number of pages, excluding this cover sheet: 3   
 
 
SPECIAL INSTRUCTIONS: 
 

Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
Microbiology Deficiencies: 
 
Enclosed are the microbiology deficiencies for ANDA 40-794, Methylprednisolone Acetate 
Injectable Suspension USP (single-dose).  The submissions reviewed were submitted on 
7/21/2006 and 12/10/2007.  Please respond to this communication as quickly as possible.  This 
facsimile is to be regarded as an official FDA communication and unless requested, a hard copy 
will not be mailed. Your amendment should respond to all of the deficiencies listed.  Facsimiles or 
partial replies will not be considered for review.  The response to this communication will be 
considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD 
policies and procedures. The designation as a MINOR AMENDMENT-RESPONSE TO 
MICROBIOLOGY DEFICIENCIES should appear prominently in your cover letter.  
 
Should you also have other outstanding deficiencies, for review purposes, please attempt to 
consolidate your responses into a single submission for this application. 
 
If you have questions, feel free to call Kun Shen, Bonnie McNeal or Mark Anderson. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW. If you are not the addressee, or person authorized to deliver the document to the addressee, you are 
hereby notified that any review, disclosure, dissemination, copying, or other action based on the content of this 
communication is not authorized.  If you have received this document in error, please immediately notify us by telephone 
and return it to us at the above address by mail.  Thank you. 



  
LIST OF MICROBIOLOGY DEFICIENCIES AND COMMENTS:  

 
ANDA:  40-794  APPLICANT:  Sandoz Canada Inc 
 
DRUG PRODUCT:  Methylprednisolone Acetate Injectable Suspension USP (single- 
 dose) 

 
 
A. Microbiology Deficiencies: 

 
1. 

 
2. 

 

 
 
3. 

(b) (4)



 
Please clearly identify your amendment to this facsimile as “RESPONSE TO 
MICROBIOLOGY DEFICIENCIES”.  The “RESPONSE TO MICROBIOLOGY 
DEFICIENCIES” should also be noted in your cover page/letter. 

 
 
Sincerely yours, 

 
{See appended electronic signature page} 
 
Brenda Pillari, Ph.D. 
Microbiology Team Leader 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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MINOR AMENDMENT 
 
ANDA  40-794 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
  
  
APPLICANT:  Sandoz Inc. 
 
ATTN:  Beth Brannan 
 
FROM:  Benjamin Danso 

TEL: 303-438-4237 
 
FAX: 303-438-4600 
 
FDA CONTACT PHONE: (240) 276-8527 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated October 18, 2006, submitted pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Methylprednisolone Acetate Injectable 
Suspension, 40 mg/mL and 80 mg/mL.  
 
 

SPECIAL INSTRUCTIONS: Chemistry comments provided. Please include in response. 
 

Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in the 
attachments ( 2   pages).   This facsimile is to be regarded as an official FDA communication and unless requested, a hard 
copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 314.120 which will 
either amend or withdraw the application.  Your amendment should respond to all of the deficiencies listed.  Facsimiles or 
partial replies will not be considered for review, nor will the review clock be reactivated until all deficiencies have been 
addressed.  The response to this facsimile will be considered to represent a MINOR AMENDMENT and will be reviewed 
according to current OGD policies and procedures.  The designation as a MINOR AMENDMENT should appear prominently 
in your cover letter.  You have been/will be notified in a separate communication from our Division of Bioequivalence of any 
deficiencies identified during our review of your bioequivalence data.  If you have substantial disagreement with our reasons 
for not approving this application, you may request an opportunity for a hearing. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN 
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content 
of this communication is not authorized   If you have received this document in error, please immediately notify us by telephone and return it to us by mail at the above address  

 

Following this page, 1 page withheld in full - (b)(4)



 
 

B.  In addition to responding to the deficiencies presented above, please note and acknowledge the 
following comments in your response: 

 
1 Please follow ICH guideline for method precision validation.  
 
2 Please be diligent in generating various data, specifically stability data for FDA 

submission and reduce any human error during data generation. 
 
 
   Sincerely yours, 

      
     {See appended electronic signature page} 
           
     Rashmikant M. Patel, Ph.D. 
     Director 
     Division of Chemistry I 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
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 OGD APPROVAL ROUTING SUMMARY 
 
ANDA # 40-794 ApplicantSANDOZ Inc 
Drug Methyprednisolone Acetate Inj. Susp. USP    Strength(s)40 mg/mL and 80 mg/mL 
 
APPROVAL    TENTATIVE APPROVAL    SUPPLEMENTAL APPROVAL (NEW STRENGTH)    OTHER  
 
REVIEWER:       DRAFT Package  FINAL Package 
 
1.   Martin Shimer        
     Chief, Reg. Support Branch   

Contains GDEA certification:   Yes    No  Determ. of Involvement? Yes   No  
(required if sub after 6/1/92)      Pediatric Exclusivity System 
       RLD =Depo-Medrol NDA#11-757 
Patent/Exclusivity Certification: Yes    No        Date Checked N/A 
If Para. IV Certification- did applicant        Nothing Submitted         
Notify patent holder/NDA holder Yes    No   Written request issued    
Was applicant sued w/in 45 days:Yes    No   Study Submitted     
Has case been settled:          Yes    No  Date settled:      
Is applicant eligible for 180 day         
Generic Drugs Exclusivity for each strength:  Yes    No  
Date of latest Labeling Review/Approval Summary       
Any filing status changes requiring addition Labeling Review  Yes    No        
Type of Letter:Full Approval. 
Comments:Letter date=7/21/2006; RTR date=9/28/2006. AC date=10/18/2006; Stamp date  
10/19/2006.  ACK on 11/17/2006.  BOS=NDA 11-757 Depo-Medrol.  "No relevant patents"  
certification.  There are no patents/exclusivities listed in the OB for the RLD.   
This ANDA is eligible for full approval 

 
 
2.  Project Manager, Benjamin Danso Team 5    
 Review Support Branch         
   

Original Rec′d date7-21-06 EER Status   Pending   Acceptable  OAI  
Date Acceptable for Filing10-19-06 Date of EER Status 11-20-06 
Patent Certification (type)P2 Date of Office Bio Review 9-17-07 
Date Patent/Exclus.expires      Date of Labeling Approv. Sum 4-15-07 
Citizens' Petition/Legal Case Yes  No    
(If YES, attach email from PM to CP coord) 

Date of Sterility Assur. App. 2-12-09   
Methods Val. Samples Pending  Yes  No  

First Generic                 Yes  No   MV Commitment Rcd. from Firm  Yes  No  
Priority Approval   Yes  No  
(If yes, prepare Draft Press Release, Email 
it to Cecelia Parise) 

Modified-release dosage form: Yes   No   
Interim Dissol. Specs in AP Ltr:  Yes  

Acceptable Bio reviews tabbed Yes  No    
Bio Review Filed in DFS:    Yes  No   
Suitability Petition/Pediatric Waiver  
Pediatric Waiver Request Accepted   Rejected  Pending  
Previously reviewed and tentatively approved            Date       
Previously reviewed and CGMP def. /NA Minor issued        Date        

    Comments:           
 
 
3. Labeling Endorsement  
 Reviewer:           Labeling Team Leader: 
 
  

 Comments: 
 Final-printed labeling found acceptable for approval 4/15/07. 
 
 
4. David Read (PP IVs Only) Pre-MMA  Language included    Date 3/5/09 
 OGD Regulatory Counsel,   Post-MMA Language Included    Initials rlw/for 

Comments:N/A.  There are no patents listed in the current "Orange Book" for this 
drug product. 
 
 

 

Date2/25/2009   Date 3/5/09 

InitialsP.Chen for Initials rlw 

Date2-20-09   Date      

Initialsbd Initials      

Date        Date3/5/09 
Name/Initials      Name/Initialsrlw/for 



 
5. Div. Dir./Deputy Dir.               
    Chemistry Div. I  
      

Comments:CMC is satisfactory for AP. 
 

 
 
 
6.  Frank Holcombe  First Generics Only    Date3/5/09 
    Assoc. Dir. For Chemistry       Initialsrlw/for   
 Comments: (First generic drug review) 
 N/A.  TEVA Parenteral's ANDA 40-557 and 40-620 for this drug product were approved 
      on February 23, 2005 and October 27, 2006. 
 
        
7.   Vacant          Date      
 Deputy Dir., DLPS         Initials      
 RLD = Depo-Medrol Injectable Suspension, 40 mg/mL and 80 mg/mL; SDVs 
            Pharmacia & Upjohn Co.  NDA 11-757  (001, 004) 
 
 
8.   Peter Rickman         Date3/5/09 
     Director, DLPS         Initials rlw/for 

Para.IV Patent Cert: Yes   No ;Pending Legal Action: Yes  No ; Petition: Yes  No  
     Comments:Bioequivalence study (single-dose, fasting) on the 80 mg/mL strength 

found acceptable.  In-vitro dissolution testing for both strengths also found 
acceptable.  Waiver granted to the 40 mg/mL strength under 21 CFR 320.22(d)(2). 
Bio study sites have acceptable DSI inspection histories.  Office-level bio 
endorsed 8/30/07 and 9/17/07. 
 
Final-printed labeling (FPL) found acceptable for approval 4/15/07. 
 
Microbiology/Sterility Assurance found acceptable for approval (Micro Review #2) 
2/12/09. 
 
CMC found acceptable for approval (Chemistry Review #3). 

 
OR 
 
 
8. Robert L. West         Date 3/5/09 
      Deputy Director, OGD        Initials RLWest 
      Para.IV Patent Cert: Yes  No ; Pending Legal Action: Yes  No ; Petition: Yes  No  
      Press Release Acceptable  
 Comments:Acceptable EEs dated 11/20/06 (Verified 3/5/09).  No "OAI" Alerts noted. 
      Facilities are the same as those approved for Sandoz Canada's ANDA 40-719 approved 
      on 1/29/09 for the multiple-dose presentation of this drug product. 
 
      There are no patents or exclusivity listed in the current "Orange Book" for this 
      drug product. 
 
      This ANDA is recommended for approval.  Note:  This is the "sister" ANDA to Sandoz 
      Canada's ANDA 40-719 for this drug product packaged in multiple-dose vials. 
 
 
 
9.   Gary Buehler         Date 3/5/09 

Director, OGD         Initials rlw/for 
Comments:      
First Generic Approval       PD or Clinical for BE      Special Scientific or Reg.Issue  

 Press Release Acceptable  
 
10. Project Manager, Benjamin Danso Team  5    Date      

 
Review Support Branch        Initials       
     Date PETS checked for first generic drug (just prior to notification to firm)  
 
Applicant notification: 
     Time notified of approval by phone  

Date3/3/09  
InitialsRMP 





ORANGE BOOK PRINT OFF: 
 
Patent and Exclusivity Search Results from query on Appl No 011757 Product 001 in the OB_Rx list.  

 

Patent Data 
There are no unexpired patents for this product in the Orange Book Database.  
 
[Note: Title I of the 1984 Amendments does not apply to drug products submitted or approved under the former Section 507 of the Federal 
Food, Drug and Cosmetic Act (antibiotic products). Drug products of this category will not have patents listed.]  

Exclusivity Data 
There is no unexpired exclusivity for this product.  
 
View a list of all patent use codes  
View a list of all exclusivity codes  

Return to Electronic Orange Book Home Page  

 
FDA/Center for Drug Evaluation and Research  
Office of Generic Drugs  
Division of Labeling and Program Support  
Update Frequency: 
    Orange Book Data - Monthly  
    Generic Drug Product Information & Patent Information - Daily  
    Orange Book Data Updated Through January, 2009  
    Patent and Generic Drug Product Data Last Updated: March 04, 2009 
 
 
 
Patent and Exclusivity Search Results from query on Appl No 011757 Product 004 in the OB_Rx list.  

 



Patent Data 
There are no unexpired patents for this product in the Orange Book Database.  
 
[Note: Title I of the 1984 Amendments does not apply to drug products submitted or approved under the former Section 507 of the Federal 
Food, Drug and Cosmetic Act (antibiotic products). Drug products of this category will not have patents listed.]  

Exclusivity Data 
There is no unexpired exclusivity for this product.  
 
View a list of all patent use codes  
View a list of all exclusivity codes  

Return to Electronic Orange Book Home Page  

 
FDA/Center for Drug Evaluation and Research  
Office of Generic Drugs  
Division of Labeling and Program Support  
Update Frequency: 
    Orange Book Data - Monthly  
    Generic Drug Product Information & Patent Information - Daily  
    Orange Book Data Updated Through January, 2009  
    Patent and Generic Drug Product Data Last Updated: March 04, 2009 
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