CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 75-250

BIOEQUIVALENCE REVIEW(S)



Syrup WE Pharmaceuticals, Inc.

Prednisolone Sodium Phosphate Ramona, California
15 mg/5 ml syrup Submission date:
NDA #75-250 November 10, 1997
Reviewer: J. Lee

75250W.N97

Review of a Request for Waiver

The sponsor has submitted an application for 15 mg/5 ml syrup {prednisolone
sodium phosphate oral solution} and has requested a waiver of in-vivo bioequivalence testing
under 21 CFR 320.22 (b)(3).

This application was accepted under a suitability petition (Docket #87P-0235/CP), filed on July
14, 1987 and accepted on November 4, 1987, which allows for a change in strength from the
RLD (from 5 mg/5 ml to 15 mg/5 ml).

A formulation comparison of the test/reference products is presented below:

— Pediapred®
per 5 ml per 5 ml

Prednisolone Sodium Phosphate 20.16 mg 6.7 mg
-as base equivalent 5mg

15 mg
Glycerin _
Sodium saccharin —_— ---
Sesbitol - ----
Edetatedisodium ----
Methylparaben ----
Sodium phosphate, dibasic ----
Seditm biphosphate ----
FD&C Blue #1 —_—
FD&C Red #40 _—
Artificial grape flavor —_
Raspbersp—————flavor ----

Purified water




Comment:

1. The test formulation conforms to OGD’s Inactive Ingredients Guideline.

Recommendation:

1. The Division of Bioequivalence finds that the information submitted by WE
Pharmaceuticals, Inc. demonstrates that 15 mg/5 ml syrup falls under

21 CFR 320.24 (b)(6) of Bioavailability/Bioequivalence Regulations. The Division of
Bioequivalence recommends that the waiver of an in-vivo bioavailability study be
granted.

€ fo 3/9/98

J. Lee
Division of Bioequivalence
Review Branch II

7 Wk 3|aliaae

~
Concur: Q‘%%M Date: 3/27/98/

Dale Conner, Pharm. D.
Director, Division of Bioequivalence

RD INITIALED SNERURKAR
FT INITIALED SNERURKAR

JLee/;1/03-05-98

cc: NDA #75-250 (original, duplicate), HFD-630, HFD-655 (Lee, Patnaik), Drug File,
Division File



ELECTRONTIZC MATIL MESSAGE

Date: 10-Mar-1998 11:43am EST
From: Rabindra Patnaik
PATNAIK

Dept: HFD-651 MPN2 130

Tel No: 301-827-5847 FAX 301-594-0181
TO: Shriniwas Nerurkar ( NERURKAR )
CC: Dale Conner ( CONNERD )
CC: Jenny Lee [HFD-655] ( LEEJ )
CC: Donald Hare ( HARE )
CC: Rabindra Patnaik ( PATNAIK )

Subject: Prednisolone sodium phosphate solution, 15mg/ml
Vijay:

This is a post'é62 product (salt, although prednisolone is a DESI drug) and seems
to have a wide therapeutic range. The labeling recommends a dose from 5 mg to 60
mg and for certain conditions, upto 200 mg. This is the rationale for the
appproval of the suitability petition of the higher strength (equiv. to base
15mg/ml) . Thus,, there are no safety issues involved for this strength.

F “~hermore, if I recall, all excipients are within the approved ranges. Next

. tions are: are the formulations for the 5 mg and 15 mg similar? If not, is
tucre any component that may affect the absorption of the drug? If I recall,
this drug does not seem to have absorption problem. If the answers are "no" to
these questions and it is a true solution, I do not see why we can not grant the

waiver.
Thanks.

Rabi.
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/Q _/ E DEPARTMENT OF HEALTH & HUMAN SERVICES Fublie Hesith Service
'.":} £20d Bnd Drug ASminiinaten
Rockviiie t4D 20857
#lsons Coerporaticn Best Possible Copy
Attention: Mr, Jchn Glasky .
O Preston Court :
3edford, MA 01730 APPEARS THIS wAY
ON ORIGINAL WOV 4 1T
Decket 37P-0235/cp
Dear Mr. Glasgby:
Reference iz made to your petition filed July 14, 1987 recuesting permissicn
£o £{le an Abbreviared New Drug Appiication (ANDA) for the fellowing drug
product: Prednisolons Sodium EhoaphAtg Oral Solutien, 4q to 1% ™3 basa/s rt.
The listed drug produck to which you refer {n dour petition is pPrednisclons
Sodium Phosphate Oral Solution eq to $ g base/s pg, manufactured by vour firm.
e have reviewsd vour petition wndar Section 305(3)(2)(C) of Pederal Food,
brug, and Cosmetic Act (Act), and havy determined that it ig approved, =hiz
letter represents thg Agency's determimation that AN ANDA rmay be suhmitted for
the Lbove—refe:enced‘p:oduct. ; - ' o
B " Your request i{nvolves a change in gtrehgth from the listed referenca drig

product (i.e., frem 3 ®3/3 nL to 15 mg/s5 ). The CYPe of chance you reqQuast
iz the type of change authorized unde:§Secticn 505{3)12)(C) of the Act.

Urder Sacticn S05(3){2)1(C) (1) of the ACt the 2cerncy wil] approve  petition
Beeking a strength which differs frenm the strength of the 1{sted reference _

TUg product unless {t £indg that {nvesticationsz nmugt be conducted to show the
eafety and effectiveneas of Lhe differ%nq Birength, A

The Agency has determined that the change in 8trength for this specific
product deceg not Pese questiong of safaty or effectiveness. The tasie for
this determination is thae althoush you propose a ckange {n concertration from
S o¢/5 7L, to 1S ™3/S rlL, the deges, usas and adninigstraticn of the proposed
PLOCCE are the exne as those of tha 1igtad product, The labeling cf the
1isted crug product Indicates trat dcaes fAY Vary from 5 mi-60 mr (5 mg-60 reg)
Par Zay, 1n agdition, for certain dlsedss states dogax e up to 200 7L (200
g} daily may be requirad, vYour Froposed product s merely offarsd ag an
alternative dosage #tlength desicned for ratients who, becavze of thefr
Individual desage requirements, would require volumes of 15 B or larger of
the lisred drug_product, Thuw, there are no investigations that would be
fequired to demonstrata safety cor effectivenesg of the prepered product and
therefore, an ANTA rmay be submitted., .

|
ke approval of theg petitica to allow 4n 1@y so be submitted for tha above
referenced Product does not nean that the Agency has determined that the ANTA
w11l be approved for tha product. 1he determination that an ama wil) be
Beoroved is not made unti) the ANTA itsedlf {5 xubmitted apg Teviewed by the
Azency. :

. 566
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Best Possible Copy

APPEARS THIS way
page 2 ~ ONORIGINAL

IC permit review of your ANDA submission JOU rust subxeit al)l informaticn
required under Seccica 503(3)(2){A) and (B) of the act. TO b= approved tre
preduct will, ancng other thinca, be required to meer current bioequivalencs
requireents under Section SOS(IN(2){AI(Lv) of the AcT. we SUYGEST that you
tontact the Director, Division ol:Biosquivalence at (301) 443~0181 o
determine the specific recuirements for this product. Turing the review of
your apolicaticn, the Agency RAY require the submission of additioral

infermazion.

The listed drug preduct to which YOU refer in your ANDA must be thre one upon
which you based this petiticn, In addition, you should refer in your ANDA to
the petition docket number above, and {nclude a copy ©f this letter {n the
ANDA submisgicn. i

A CCDY Of this

luzte
in the Dockets panag

 SPRroving your petiticn will be placed on public display
“ment Branch, HFA-303, 2o 4-62.

Sincerely yourz,

: /s : c—T ’ s -
/ ; e ,%"p’]\.""’"i 4’{'-'”"7 y ”/)

zeter H. Rheirstein, H.D,, 3°D., M.5.
dlrector, Qffice of Drug Standards
Genter for drugs and B8iologics
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-250 APPLICANT:WE Pharmaceuticals, Inc.

DRUG PRODUCT: 15 mg/5 ml syrup

The Division of Bioequivalence has completed its review and has no
further questions at this time.

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
biocequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

- Dale P. Conner, Pharm.D.
Director Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research



CC: ANDA 75-250
ANDA DUPLICATE
DIVISION FILE
HFD-650/ Nerurkar for BioSign Off List —7%RS qu [Q%
HFD-655/ J. Lee . f. 3/5/98
BIO DRUG FILE

Printed in Final on
X:\NEW\FIRMSnZ\WE\ltrs&rev\75250W.N97

BIOEQUIVALENCY - ACCEPTABLE

6. WAIVER (WAI) Strengths: _15 mg/5 ml
Outcome: AC

OUTCOME DECISIONS:
AC - Acceptable NC - No Action

WINBIO COMMENTS:
Waiver granted per 21 CFR 320.22 (b) (3) and suitability petition
87P-0235/CP.



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AADA # 7%5-950 SPONSOR: WE Phasmacewticala
DRUG: -
DOSAGE FORM: syrup

STRENGTHS/(s): s mg /5 L

TYPE OF STUDY : Single_ Multiple_ Fasting__Fed _ ¥ A4
STUDY SITE:

N A

STUbY SUMMARY:
g, ver’ WW Il CFRR T2 22 C»&")(?)

God ‘;«4'71,,(;1'/:‘4-7 M/?Lln:\, g2 P-aazrs—/ep

ISSOETTION:

N /A
PRIMARY REVIEWER: Jenny Lee BRANCH II

INITIAL: ¢ F«.  DATE 2/</78 W{, 2]a)

TEAM LEADER: S Nerurkar, hD0  BRANCH:1u -~ —
INITIAL: S 7%~  DATE 3/24/%§
DIRECTOR, DIVISION OF BIOEQUIVALENCE: Dale Conner, Pharm.D

INITIAL: DATE

" DIRECTOR, OFFICE OF GENERIC DRUGS:

- 1NITIAL: DATE




CC: ANDA 75-250
ANDA DUPLICATE
DIVISION FILE !
HFD-650/ Nerurkar for BioSign Off List //%DJ 3(" ag
HFD-655/ J. Lee ¢.f. 3/5/98
BIO DRUG FILE

Printed in Final on
X:\NEW\FIRMSnZ\WE\ltrS&rev\752SOW.N97

BIOEQUIVALENCY - ACCEPTABLE

6. WAIVER (WAT) Strengths: _15 mg/5 ml
Outcome: AC

OUTCOME DECISIONS:
AC - Acceptable NC - No Action

WINBIO COMMENTS :
Waiver granted per 21 CFR 320.22 (b) (3) and suitability petition

87P-0235/CP.



Prednisolone Sodium Phosphate WE Pharmaceuticals, Inc.

15 mg/5 ml syrup Ramona, Caifornia
ANDA #75-250 Submission date:
Reviewer: J. Lee May 26, 2000
75250W.500

Review of a Waiver Amendment

The waiver request in this application was originally reviewed and found acceptable by DBE
[see rev 3/24/98, J Lee]. This application has not been approved. Recently, the sponsor has
reformulated the product due to the Agency's concerns about the amount of alcohol in a pediatric
drug product. Other changes implemented in the new formulation as stated by the sponsor are as
follows:

1. Changed FD&C Blue— dye to FD&C Blue #1 in order to eliminate a color change that
occurred in previous batches.

2. Alcohol was removed, per FDA request and - was added to buffer the
revised formulation product to a pH of 6.0 - 7.0

3. was replaced by

4. o vas removed and replaced with methylparaben and

As noted in the original review, this application was accepted under a suitability petition (Docket
#87P-0235/CP), filed on July 14, 1987 and accepted on November 4, 1987, which allows for a
change in strength from the RLD (from 5 mg/5 ml to 15 mg/S ml).

Note also that this drug product is no longer using the trade name per request
by the Labeling Division.

A formulation comparison of the test/reference products is presented below:

WE Pharm (old) WE Pharm (new) Pediapred®

per 5 ml per 5 ml per 5 ml
Prednisolone Sodium Phosphate 20.16 mg 20.16 mg 6.7 mg
-as base equivalent 15 mg 15 mg 5 mg
Glycerin —_— —_ -
Sodium saccharin _— .-



Sorbitol ———- - —_—

Edetate disodium ———- - -
Methylparaben -
Sodium phosphate, dibasic S - —
Sodium biphosphate e

*

FD&C Blue #1
FD&C Red #40 ——" S -
Artificial grape flavor —_ _— -
Raspberry —— — flavor ———- S
Purified water —_

Propylene glycol --- _

"in IG

"amount of artificial grape flavor——————— in the formulation is —- % according to batch
records.

Breakdown of artificial grape flavor  ~—————, in formulation:

Ingredient % of flavor % of total formulation

Comment:

1. Although the sponsor states that FD&C Blue dye was changed from=—to #1, we note
that the original formulation already contained #1 dye and not——dye. The chemist
reviewer also noted this fact and has asked for a clarification from the sponsor.

2. There were other changes in the formulation not spelled out in the four point summary
outlined above: (1) areduction in the amount of = (2) an increase in the amount
of (3) a very small decrease in the amount of -
(4) introducing propylene glycol into the new formulation.

3. All flavor components/colors are < —% of total formulation or are in the IIG.

Recommendation:



1. The Division of Bioequivalence agrees that the information submitted by WE
Pharmaceuticals, Inc. demonstrates that prednisolone sodium phosphate 15 mg/5 ml
syrup falls under 21 CFR 320.24 (b)(6) of Bioavailability/Bioequivalence Regulations.

R-Tee TENEX:

J Lee

Division of Bioequivalence

Review Branch 11

RD INITIALED SNERURKAR W 1 { ‘7[ 25787
FT INITIALED SNERURKAR

Concur: %Mm )\% Date: (44(” N

"’/@'k" Dale Conner, Pharm. D.
Director, Division of Bioequivalence

TLee/jl/11-02-00

cc: NDA #75-250 (original, duplicate), HFD-630, HFD-655 (Lee, Patnaik), Drug File,
Division File
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BICEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 75-250 APPLICANT: WE Pharmaceuticals, Inc.

DRUG PRODUCT: Prednisolone Sodium Phosphate Syrup, 15 mg/5 ml

The Division of Bioequivalence has completed its review and has
no further questions at this time.

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory issues.

Please be advised that these reviews may result in the need for
additional bioequivalency information and/or studies, or may
result in a conclusion that the proposed formulation is not
approvable.

Sincerelyﬁsg

L/(@jd Dale P. Conner, Pharm. D.
Director
Division of Bioequivalence

Office of Generic Drugs
Center for Drug Evaluation and Research



I

CC: ANDA 75-250
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-650/ Reviewer

V:\FIRMSnz\WE\ltrs&rev\75250W.500
Printed in final on / /

Endorsements: (Final with Dates) q
HFD-655/ JLee.g.f 11/27 o© I )7

HFD-655/ Bio team Leade
HFD-650/ D. Connerqék)m§§)n[QQA$Q)

BIOEQUIVALENCY - ACCEPTABLE submission date: May 26, 2000

6. WAIVER (WAI) Strengths: 15 mg/5 ml
Outcome: AC

7

Outcome Decisions: AC - Acceptable

WinBio Comments:
Waiver granted per 21 CFR 320.24 (b) (6)



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA#: 35-250 SPONSOR : W & Pharamacefy cala
DRUG AND DOSAGE FORM : Presdin isobore /' /P2 Syrup
STRENGTH(S) :  /$ mg / 5 rk

TYPES OF STUDIES : M/4

CLINICAL STUDY SITE(S): /A

ANALYTICAL SITE(S) :  # /4

e
STEHBY-SUMMARY : —=tzgz= -‘ PR Al CFL 320 24 C,&) (6)
Kgli . Recomaire Hhve o & Aewy RLD - Ofo P
Potg ot it e Niw bi b ~Rwajv X" « - R
DSI INSPECTION STATUS
Inspection needed: Inspection status: . Inspection results:
YES /(NO
First Generic No?, Inspection requested: (date)
New facility Inspection completed: (date)
For cause
Other
PRIMARY REVIEWER :  J. Lee BRANCH : I
INITIAL: €. T DATE: /|—2 — oD
/
TEAM LEADER : SG Ngrurkar BRANCH : I

INITIAL : W DATE : HICI[léTT()
(/Y\_V 1y T

‘/t&/\)D CTOR, DIVISION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL : @QJ&W M/‘}BXTE: Iy llq / )




CC: ANDA 75-250
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-650/ Reviewer

V:\FIRMSnz\WE\ltrs&rev\75250W. 500
Printed in final on / /

Endorsements: (Final with Dates)
HFD-655/ JlLee £-f. ]&/" HZQZW

HFD-655/ Bio team Le;ﬂg;
(,/Jv HFD-650/ D. Conner # ///Qq./ﬁ)

BICEQUIVALENCY - ACCEPTABLE submission date: May 26, 2000

6. WAIVER (WAI) Strengths: 15 mg/5 ml
Outcome: AC

7

Outcome Decisions: AC - Acceptable

WinBio Comments:
Waiver granted per 21 CFR 320.24 (b) (6)



