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APPROVED DRUG PRODUCTS
with
THERAPEUTIC EQUIVALENCE EVALUATIONS
11TH EDITION
CUMULATIVE SUPPLEMENT 8
AUGUST 1991

1.0 INTRODUCTION

THE CUMULATIVE SUPPLEMEN

mulative Supplement is one of a series of monthly updates to the Approved Drug
nith Therapeutic Equivalence Evaluations, 11th Edition (the List). The List is
d of four parts: approved prescription drug products with therapeutic
ce evaluations, over-the-counter (OTC) drug products that require approved
ons as a condition of marketing, drug products with approval under Section 505
Act administered by the Division of Blood and Blood Products and products that
gver been marketed, have been discontinued from marketing or that have had
pprovals withdrawn for other than safety or efficacy reasons.

umulative Supplement provides, among other things, information on newly
ed drugs and, if necessary, revised therapeutic equivalence evaluations and
d patent and exclusivity data. The Addendum contains appropriate drug patent
clusivity information required of the Agency by the "Drug Price Competition and
it Term Restoration Act of 1984" for the Prescription, OTC, and Drug Products
‘oval under Section 505 of the Act Administered by the Division of Blood and
Products lists.

ient and Exclusivity Lists are arranged in alphabetical order by active ingredient
6. For those products with multiple active ingredients, only the first active
t (in alphabetical sort) will appear. In addition, the trade name will be displayed
right of the active ingredient name for each product, along with the application
r and product number (FDA’s internal file number). All patents with their
On dates are displayed for each application number. Use patents are indicated
e symbol "U" followed by a number representing a specific use. Exclusivity
tion for a specific drug is indicated by an abbreviation followed by the date upon
the exclusivity expires. Refer to the Exclusivity Terms section in the Patent and
ity Information Addendum for an explanation of all codes and abbreviations.




Because all parts of the publication are subject to changes, additions, or deletions

List must be used in conjunction with the most current Cumulative Supplement. I;x
may wish to place an asterisk (*) to the left of the ingredient(s) in the List to u-ndi:\,-,;,.-',
that changes to that entry appear in the Cumulative Supplement. '

Drug product information is provided in each Cumulative Supplement for completeness
to assist in locating the proper place in the List for the revision. [Strength(s) which
already exist in the List will not be repeated for context.]

The presence of any therapeutic equivalence code indicates that the drug product is
multisource; the deletion of a therapeutic equivalence code indicates that the drug
product has become single source. (An infrequent exception exists when a therapeutic
equivalence code is revised. In that case the deletion of the therapeutic equivalence
code is followed immediately by the addition of the revised one.)

Additions new to the Prescription Drug Product List, OTC Drug Product List, and the
Patent and Exclusivity Data are indicated by the symbol >ADD> to the left of the line
on which new information exists. The >ADD> symbol is then dropped in subsequent
Cumulative Supplements for that item. A newly approved product is also identified by
a lozenge (x ) to the right of its strength which remains throughout all Cumulative
Supplements for this edition.

Deletions new to the Prescription Drug Product List, OTC Drug Product List, and the
Patent and Exclusivity Data are indicated by the symbol >oLT> (DELETE) to the left

of the line containing overstruck print. The >pLT> symbol is dropped in subsequent
Cumulative Supplements for that item. The overstruck print remains in the Prescription
Drug Product List and OTC Drug Product Lists in all Cumulative Supplements for this

edition. However, the overstruck print in the Patent and Exclusivity Data is dropped in
subsequent Cumulative Supplements.

Products that have never been marketed, have been discontinued from marketing or that
have had their approvals withdrawn for other than safety or efficacy reasons, will be
flagged in this Cumulative Supplement with the " ® " symbol to designate their
non-marketed status. All products having a " ® " symbol in the 12th Cumulative
Supplement of the 11th Edition List will then be added to the "Discontinued Drug
Product List" appearing in the 12th Edition.




_.i“_-EBODUCTS REQUIRING REVISED LABELING FOR FULL APPROVAL

Drug products in this category (1) initially received approval only on the basis of
safety before effectiveness studies were required, or (2) were conditionally approved
under the temporary exemption that allowed these products to be marketed while
pffectiveness studies were being conducted. Listed below are those drugs which are
now required to revise their labeling and provide additional information necessary for
full approval on the basis of requirements listed in the Federal Register. As approval
is granted by the Agency for a specific product, based on additional information
S submitted by the applicant, the product will be included in the appropriate Drug
~ Product List.

; P ts Federal Register Reference
Nitroglycerin (capsule, controlled release;oral) SEP 7, 1984 (49 FR 35428)
Nitroglycerin (tablet, controlled release;oral) SEP 7, 1984 (49 FR 35428)

Nitroglycerin (tablet, controlled release;buccal) JUL 5, 1985 (50 FR 27688)

CHANGE OF A THERAPEUTIC EQUIVALENCY CODE FOR A DRUG ENTITY

' Methylphenidate Hydrochloride:

In its initial considerations, the Agency did not classify methylphenidate
hydrochloride (MPD) as having an actual or potential bioequivalence problem (42 FR
1624, January 7, 1977). MPD in oral tablet form (Ritalin™, manufactured by Ciba
Pharmaceuticals) is a DESI drug product that was raised to the effective status on
October 7, 1970 (35 FR 15771). MPD in tablet form remained single source until
* = December 23, 1977 when it became available from MD Pharmaceutical. In the first
- and subsequent editions of the "Orange Book" this drug product has been coded

.-'ﬁ

~ Recently, FDA's Therapeutic Inequivalence Action Coordination Committee (TIACC)

et investigated a report from the Kaiser Permanente Medical Care Program in Oakland,
California, suggesting therapeutic inequivalence regarding duration of action in a
. Marketed lot of MD Pharmaceutical MPD tablets. Samples from MD Pharmaceutical
pand Ciba were tested in accordance with USP dissolution test procedures by an FDA
~ field laboratory. Although both products met the single point USP criteria of not

18ss than 75% of the labeled amount of MPD dissolved within 45 minutes, the

gissolution profile of the MD Pharmaceutical product was much faster than that of
~ the Ciba product.

Tranylcypromine Sulfate MAR 22, 1984 (49 FR 10708)



! Based on these in vitro dissolution data, FDA commissioned an in vivo
‘ l | bioequivalence study under its extramural contract research program. The
bioequivalence study indicated that at one-half and three-fourths hours after
i | ! | administration of a single 20 mg dose, somewhat more of MD Pharmaceutical‘s
| | product had been absorbed compared to Ciba’s Ritalin. However, the MD
; Pharmaceutical MPD 20 mg tablets met FDA’s criteria for rate and extent of
1 absorbtion, and were considered to be bioequivalent to Ciba’s Ritalin 20 mg tablets.

r

Because of the in vitro dissolution data coupled with new information discovered
during the course of this evaluation, the FDA has proposed a change in the
| therapeutic equivalence code from AA to BP for listed MPD tablets. This change
requires that firms submitting an ANDA for MPD tablets submit an acceptable in

' i vivo bioequivalence study to gain approval in addition to submission of all previously
required information.

Agency reasons for considering this change in the equivalence code is as follows:

1) Although early work suggested that MPD tablets are completely
g absorbed, recent studies utilizing more specific techniques calculated
| ' the relative bioavailability to be 11 to 53%. (Chan et al: Pediatrics, 72,
0 | 56-59, 1983). This raised concerns regarding possible approval of a
_|:I superbioavailable drug product.

| 2) The current dI-MPD pharmacological activity derives primarily

‘ - from the d isomer which may exhibit non-linear kinetics. (Srinivas et al:
||

|
!l
[E ‘f ’ Journal of Pharmacology and Experimental Therapeutics, 241,
‘-}‘ |l 300-306, 1987).
| (Nl |
i

substantial differences in in vitro dissolution may exist between

|
‘ i ] il | 3) The previously cited in vitro dissolution data suggesting that
i "' | different formulations of MPD.
| |‘ f I |
|

il | | The Agency invites written comments and scientific data regarding the Agency’s
|_| |i il | i‘ proposal to change the therapeutic equivalence code for listed MPD oral tablets from
L

i AA to BP. The comment period will be 60 days from the first day in the monthly
I " :| g Supplement.




g

b

1.4 THE B* THERAPEUTIC EQUIVALENCE COD

prug products requiring further FDA investigation and
therapeutic equivalence.

The code B* is assigned to products that were previously assig
receives new information that raises a significant question re:
gquivalence that can be resolved only through further Agency
review of data and information submitted by the appl

that the Agency will take no position regarding the t
product until the Agency completes its investigation :

1.6 APPLICANT (NAME) CHANGES

Because it is not practical to identify in the Cumulative Supplemse

product involved when an applicant transfers its e line of

to another applicant, or when an applicant change

transfers and name changes will be identified
S approved product lines are transferred between apy
I involved will appear as an applicant name chanags

i
APPLICANT (NAME

FORMER APPLICANT (NAME) NEW APPLICANT (NAME
CORD LABORATORIES INC GENEVA PHARMACEUTI
GIST BROCADES BROCADES PHARM/
ICEPHARMACEUTICALS PR INC IPR PHARMACEUTIC
PHARMACIA LABORATORIES KABI PHARMA
DIVPHARMACIA INC
1 N

~ REID ROWELL INC SOLVAY PHARMACEUT]
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New 11th Edition

APPROVED
DRUG PRODUCTS

WITH
THERAPEUTIC EQUIVALENCE EVALUATIONS

11 ~EDITION

Superintendent of Documents Subscriptions Order Form

icessing Code Charge your order. @ —

It's easy!

dy please send me the following indicated subscriptions
ptions of APPROVED DRUG PRODUCTS WITH THERAPEUTIC EQUIVALENCE EVALUATIONS,
ghd monthly Cumulative Supplements, for $91.00 per year.

ost of my order is § All prices include regular domestic postage and handling and are subject to change.
al customers please add 295%.

it Princ

onal name) 3. Please choose method of payment:

! Check payable to the Superintendent of Documents
_#‘il[tmlun line) X P 2 SR

GPO Deposit Account pul. _l_[ _L _| : _D

i VISA or MasterCard
h ' [ ] - ) I i | ﬂ’_ﬂ_' j_]
-Fnde:l 7 L =

Thank you for your order!

bncluding arca code)

1 (Signature)

Perintendent of Documents, Government Printing Office, Washington, D.C. 20402-9371.
i charge order call (202) 275-0019.

BUE subscriprion call (202) 783-3238.






