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ANDA 77-407

AUG 11 2008

Taro Pharmaceutlcals U.S.A., Inc.

Vfﬁ U.S. Agent for: Taro Pharmaceuticals Ireland Ltd.

Attentlon Kalpana Rao
GVP, Regulatory Affairs (Global)

Hawthorne, NY 10532

Sl Dear”Madém-

. f;Thls is in reference to your abbreviated new drug application
?f(ANDA) dated November 29, 2004, submitted bPursuant to section
505(])v0f the Federal Food, Drug, and Cosmetic Act (the Act),

for Sodium Chlorlde Injection USP, 0.9% packaged in 5 mL and
10 mL s1ngle dose plastic ampules

f* Reference is also made ‘to your amendments dated January 23,
L March 3 and May 30 2006

We have completed the review of this ANDA and have concluded
that the drug is safe and effective for use as recommended in
the submltted labeling. Accordingly the ANDA is approved. The

‘-, D1v151on of Bioequivalence has determined your Sodium Chloride

Injectlon USP, 0.9%, packaged in 5 mL and 10 mI single-dose
plastlc ampules, to be biocequivalent and, therefore,
therapeutlcally equivalent to the reference listed drug,
Sodium Chlorlde Injection USP, 0.9%, packaged in plastic

L contalners of Hospira Inc.

Under sectlon 506A of the Act, certain changes in the conditions
descrlbed in this ANDA require an approved supplemental

'appllcatlon before the change may be made.

Postmarketlng reporting requirements for this ANDA are set forth

'* Jin 21 CFR 314.80-81 and 314. 98. The Office of Generic Drugs

should be adv1sed of any change in the marketing status of this
drug. L :



Perotional 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
‘( app1iCable regulatory requirements, we recommend you submit, in-
i draftfdr‘mock—up form, two copies of both the promotional

o ~'materials and package insert (s) directly to:

. Food and Drug Administration
.. Center for Drug Evaluation and Research
Q~HDivisiOn’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

’ﬁ],Drug Marketing, 'Advertising, and Communications with a completed
?”»Fofm_FDA 2253 at the time of their initial use.

Gary Buehler
, Director .
T Office of Generic Drugs
. Center for Drug Evaluation and Research

@ael é/ a0 ‘



cc: ANDA 77-407

- Division File

Field Copy

HFD-610/R. West

HFD-013

HFD-610/0Orange Book Staff

Endorsements: /\/ m/@é
HFD—GOO/N.Nashed/ 9/10/0& Q‘

HFD-623/J.Fan/

HFD-617/R. Ad1gun4wk '7QMO@
HFD-613/A.Payne/

HFD-613/J.Grace/
V: \FIRMSNZ\TARO\LTRS&REV\77—407 .ap.doc

F/T by

APPROVAL



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 77-407

LABELING




175 MM

APPROVEL

170MM

AUG 1 1 2006

170MM

v

Sodium Chloride Injection USP, 0.9%
Rx only
Polypropylene Ampule

DESCRIPTION
This preparation is designed solely for parenteral use only after addition of drugs that require dilution or must be dissolved in an
aqueous vehicle prior to injection.

Sodium Chloride Injection, USP is a sterile, nonpyrogenic, isotonic solution of sodium chloride and water for injection. Each mL
contains sodium chloride 9 mg. It contains no bacteriostat, antimicrobial agent or added buffer and is supplied only in single-dose
containers to dilute or dissolve drugs for injection. 0.308 mOsmol/mL (calc,). The solution may contain hydrochloric acid and/or
sodium hydroxide for pH adjustment. The pH is 5.3 (4.5 to 7.0).

Sodium Chloride, USP is chemically designated NaCl, a white crystaliine compound fresly soluble in water.
The blow-fill-sealed polypropylene plastic ampule is transparent/translucent in color with a twist-off top.

CLINICAL PHARMACOLOGY
Sodium chloride in water dissociates to provide sodium (Na*) and chioride (CI7) ions. These ions are normal constituents of the
body fluids (principally extracellular) and are essential for maintaining electrolyte balance.

The distribution and excretion of sodium (Na*) and chloride (Cl-) are largely under the control of the kidney which maintains a
balance between intake and output.

The small volume of fluid and amount of sodium chloride provided by Sodium Chloride Injection USP, 0.9% when used only as an
isotonic vehicle for parenteral injection of drugs, is unlikely to exert a significant effect on fluid and electrolyte balance except
possibly in neonates and very small infants.,

Water is an essential constituent of all body tissues and accounts for approximately 70% of total body weight. Average normal adult
daily requirement ranges from two to three liters (1 to 1.5 liters each for insensible water loss by perspiration and urine production).

Water balance s maintained by various regulatory mechanisms. Water distribution depends primarily on the concentration of
electrolytes in the body compartments and sodium (Na) plays a major role in maintaining physiologic equilibrium.

INDICATIONS AND USAGE
This parenteral preparation is indicated only for diluting or dissolving drugs for intravenous, intramuscular or subcutaneous injection,
according to instructions of the manufacturer of the drug to be administered.

PRECAUTIONS
Consult the manufacturer's instructions for choice of vehicle, appropriate dilution or volume for dissolving the drugs to be injected,
including the route and rate of injection.

Inspect reconstituted (diluted or dissolved) drugs for clarity (if soluble) and freedom from unexpected precipitation or discoloration
prior to administration.

Pregnancy Category C. Animal reproduction studies have not been conducted with Sodium Chloride Injection USP, 0.9%. It is
also not known whether sodium chloride injection containing additives can cause fetal harm when administered to a pregnant
woman or can affect reproduction capacity. Sodium chioride injection containing additives should be given to a pregnant woman

175 MM

only if clearly needed.

Pediatric Use
Safety and effectiveness have been established in pediatric patients. However, in neonates or very small infants the volume of fluid
may affect fluid and electrolyte balance.

Drug Interactions

Some drugs for injection may be incompatible in a given vehicle, or when combined in the same vehicle or in a vehicle containing
benzyl alcohol. Consult with pharmagcist, if available.

Use aseptic technique for single or multiple entry and withdrawal from all containers.

When diluting or dissolving drugs, mix thoroughly and use promptly.

Do not store reconstituted solutions of drugs for injection unless otherwise directed by the manufacturer of the solute.

Do not use unless the solution is clear and seal intact. Do not reuse single-dose containers, discard unused portion.

ADVERSE REACTIONS

Reactions which may occur because of this solution, added drugs or the technique of reconstitution or administration include febrile
response, local tenderness, abscess, tissue necrosis or infection at the site of injection, venous thrombosis or phlebitis extending
from the site of injection and extravasation.

If an adverse reaction does accur, discontinue the infusion, evaluate the patient, institute appropriate countermeasures, and if
possible, retrieve and save the remainder of the unused vehicle for examination.

OVERDOSAGE

Use only as a diluent or solvent. This parenteral preparation is unlikely to pose a threat of carbohydrate, sodium chloride or fluid
overload except possble in neonates or very small infants. In the event these should occur, re-evaluate the patient and institute
appropriate corrective measures. See PRECAUTIONS and ADVERSE REACTIONS.

DOSAGE AND ADMINISTRATION

The volume of the preparation to be used for diluting or dissolving any drug for injection, is dependent on the vehicle concentration,
dose and route of administration as recommended by the manufacturer.

Use aseptic technique for entry and withdrawal from container.

This parenteral should be inspected visually for particulate matter and discoloration prior to administration, whenever solution and
container permit. See PRECAUTIONS.

HOW SUPPLIED

Sodium Chloride Injection USP, 0.9% is supplied in & mL single-dose (NDC 51672-3019-0) and 10 mL single-dose (NDC 51672-
3019-1) polypropylene ampules in cartons containing 20 ampules.

Store at 20°-25°C (68°-77°F) [see USP Controlled Room Temperature).

Mfd. by: Taro Pharmaceuticals Ireland, Ltd., Roscrea Co., Tipperary, Ireland
Dist. by: Taro Pharmaceuticals U.S.A,, Inc., Hawthorne, NY 10532

Revised: January, 2006
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20 single dose x 5 mL ampules

Sodium Chloride
Injection USP, 0.9%

FOR DRUG DILUENT USE.

Preservative Free
Each mL contains sodium chloride, 9 mg. May contain HCI and/or NaOH for
pH adjustment (pH 4.5 to 7.0). Sterile, nonpyrogenic. 0.308 mOsmol/mL (calc.)
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20 single dose x 5 mL ampules

Sodium Chloride
Injection USP, 0.9%

FOR DRUG DILUENT USE.

Preservative Free
Each mL contains sodium chloride, 9 mg. May contain HCI and/or NaOH for
pH adjustment (pH 4.5 to 7.0). Sterile, nonpyrogenic. 0.308 mOsmol/mL (calc.)
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20 single dose x 10 mL ampules

Sodium Chloride
Injection USP, 0.9%

FOR DRUG DILUENT USE.

Preservative Free
Each mL contains sodium chloride, 9 mg. May contain HCI and/or NaOH for
pH adjustment (pH 4.5 to 7.0). Sterile, nonpyrogenic. 0.308 mOsmol/mL (caic.)
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FOR DRUG DILUENT USE.

Preservative Free
EEach mL contains sodium chloride, 9 mg. May contain HCI and/or NaOH for
o | PpH adjustment (pH 4.5 to 7.0). Sterile, nonpyrogenic. 0.308 mOsmol/mL (calc.)

672

o ——

30191|

= —— N == Rxonly

A2}

o
I
0OW
0-9010
0-0000-Md
iR R e e
= g 20 single dose x 10 mL ampules
= { | Sodium Chloride
ool it | Injection USP, 0.9%

TARO
:




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 77-407

LABELING REVIEWS




#

- REVIEW OF PROFESSIONAL LABELING #1
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

Py ed LU-29-4s

- ANDA Number: 77-407 - |  Dates of Submission: Nov. 29, 2004 (original)
" Applicant's Name: Taro Pharms Ireland _
- Established Name: - - Sodium Chloride Injection USP, 9%- 5 mL and 10 mL - SDV ampules

 Labeling Deficiencies:

1. We believe you have used an incorrect NDA to model your product labeling after. You used NDA 19-
L0217 (0.9% sodium Chloride Injection USP - in life shield Fliptop Glass vials-Thermoject System). We
 believe your insert should model NDA 18-803 (0.9% Sodium Chloride Injection USP in fliptop Plastic
© o vials), Please comment on why you chose 19-217 as the reference listed drug. The inserts are very
o similar and there are not many changes required below. :

2. GONTAINER (5 mL and 10 mL )

& Include the druig Use "FOR DRUG DILUENT USE".

. .y b. Please b'rQYidé a dfévyirig'bofz y0ur ampules and comment on-how one would gain access to the
S product inside the ampules. The reference listed drug uses glass ampules that must be popped

O atthe designated line.

: "ﬁ*‘ ,-fﬁ'},vﬁc'..- ' ‘.Pleés_e' inyd'i:c'aitt;_:'t’sfir‘igle‘ dose".
- " j‘d_vv,V’Whavtkfd_vthey(';c:_)lorjIOf your cap? |
- 3 CARTON (20 X5mL) AR

i a  Placsthe folyldv\\)ihg,i’n bold print and all caps "FOR DRUG DILUENT USE"

b ‘_Revi'sé"iér‘r;i;:)'dijf!e“s" to read "ampules”.
& See comments under CONTAINER

s d Include th’é pﬁ,fahge.’ .
4 INSERT:
| a lnclude the 'Rxonly" étatement so that it follows the title and type of ampule.

: b : Plééée ibncl'udei a statement about your ampule composition.

G CL‘!NYVICAL P-HARMACOLOGY - Combine the last two sentences so that they become the last
- paragraph. : . :

d. " DOSAGE AND ADMINISTRATION - Add "Us aseptic technique for entryénd withdrawal from
"+ container”, : : :

e. HOW SUPPLIED—Describe your containers as single-dose containers. Change the spelling of
ampoules.

Please revise your labels and labeling, as instructed above, and submit actual sized final printed labels



- Submissions in Electronic Format — ANDAS (Issued 6/2002)
- (hitp:/www fda "bv/c'der/'"Uida'nce/5004fnl.htm). The guidance specifies labeling to be submitted in pdf
kY fd'r’mat.__To: assist in OUjr‘;gvi,ew,‘we request that labeling also be submitted in MS Word format.

- Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
L 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 -
v httpiwwwfdalc ovicder/cdernewilistserv.html or
- http/iwww

.accessdata.fda. Jov/scripts/cder/drugsatfda/index.cfm

" To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
- provide a side-by-side: comparison of your proposed labeling with your last submission with all differences
-annotated a’nd_jeXpla:ir]ed.q P :

etor
on of Labeling and Program Support
e of Generic Drugs

enter for Drug Evaluation and Research




.. REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
P LABELING REVIEW BRANCH

. Date of Submission

" Drug Name

- Applicant - Taro Pharm

Sl Strength(s) =

Container Labels
~5mland10mL - -

Submitted
vol XX

Package Insert Labeling

vol XX

 BASISOFAPPROVAL:
~ Patent Data For NDA 19-217 should be 18-803

| 5 Patent | Patent
1. No | Expiration

Tuse -

: DeScription How Filed
Code » .

Labeling Impact

© Exclusivity Data For NDA 19217

_Expiration’

| Description Labeling impact

-7 RLD on the 356(h) form
L NDA Number

_ RLD established name

S ot AP Date
~ Note: RLD insert is combin

o Currently approved Pl

- application. Y-27 submitted
'+ .7, 2004 revision year 2000

Neol
- 19-217 should be 18-803
~Sodium Chloride Injection USP

Abbott. .. .
S$-023 should be Y-026

‘April 7, 2004 should be 12-17-04
ed with several other diluent products that are not the subject of this
in Dec 2004 with a revision date of 1997 has been superceded by April




REVIEW OF PROFESSIONAL LABELING CHECKLIST

Applicant's Established Name

Different narne than oh‘ a:’c;(:eptance‘to file letter?

ls thls product a USP ltem? If S0, USP supplement in which verification was assured.
UsP24 EERE AR

Is this name differentth'an thatused in 'thelor'ange Book’?

g If not USP has the product name been proposed in the PF?

Error Prevent|on Analysls

“|-Has the fir rm proposed a propnetary name? If yes, complete thls subsection.

e i Do you fi nd the name objectlonable? Llst reasons in I'-‘I' R If S0. Consrder Misleading? Sounds or

“looks like another name? USAN stem present? Prefix or Suft” ix present?

a Has h‘te name been forwarded to the Labellng and Nomenclature Committee? If so, what were the
i recommendat:ons'? If the name was unacoeptable has the firm been notified?

: PACKAG/NG -See applrcant's packagrng conﬁguratlon in FTR

i " ls thls 3 new packagmg conﬁguratron never been approved by an ANDA or NDA for this drug product?
< I yes, descnbe INFTR. e ,

Is lhrs package srze mrsmatched wrth the reoomrnended dosage? If yes, the Poison Prevention Act
‘may require a: CRC. [see FTI R] :

_‘ Does the package proposed have any safety and/or regulatory concerns?

N if lV product packaged |n syrmge could there be adverse patrent outcome if given by direct IV
rnjectlon'? o S ;

i Conﬂlct between the DOSAGE AND ADMINISTRATION and lNDlCATlONS sections and the

: | packaglng confguratlon? g

- : Is the strength and/or concentratron of the product unsupported by the insert labeling?

. Is the color of the contarner (r e the color of the cap ofa mydriatic ophthalmic) or cap incorrect?

: lndrvrdual cartons requrred" lssues for FI'R Innovator rndlwdually cartoned? Light sensitive product

‘ Wthh mlght requrre cartomng" Must lhe package lnsert accompany the product?

Are there any other safety concems?

LABELING

» Is the name of the drug unclear in pnnt or lacklng in prominence? (Name should be the most
promlnent information on the label).

Has appllcant failed to clearly differentiate multlple product strengths?

l'ls the oorporate Iogo Iarger Ihan 1/3 contalner Iabel? {No regulation - see ASHP guidelines)

Does RLD make special dlfferentlatron for this Iabel’? (i.e., Pediatric strength vs Adult; Oral Solution vs
Concentrate Warning Statements that might be in red for the NDA) .

Is the Manufactured by/Dlstnbu_tor statement incorrect or faisely inconsistent between labels and




" labeling? Is "Jointly Manufactured by...", statement needed?

. Inactive lngredierits: (FTR: Listp. #in application where inactives are listed)

Failure to describe soiid oral doSage form identifying markings in HOW SUPPLIED? X
) Has the firm failed to adequately support compatibility or stability claims which appear in the insert X
labeling? Note: Chemiist should confirm the data has been adequately supported.
) Sedring: Describe scoring configuration of RLD and epplicant (p. #) in the FTR . - o ; / :Q .
Is the scoring conﬁguraﬁen different than the RLD? X
'_Ifias the firm failed to describe the scoring in the HOW SUPPLIED section? X

Does the produet contéin alcohol? If so, has the accuracy of the statement been confirmed? X
Do any of the inactives differ in concentration for this route of administration? _ X
Any adverse eﬁeéte_ anticipated from iriactives (i.e., benzyl alcohol in neonates)? X
.l_s ﬂiere a discrepency in ir‘nactive"sv between DESCRIPTjON and the composition statement? X
Has the term "'ot'he'r ingredients" beeri .u‘sed to protect a frade secret? If so, is claim supported? X
" ‘Fa‘ilure fo‘ list the eoloring agehte ifthe cbrhpositi'onA statement lists e.g., Opacode, Opaspray? b 4
Fallure to list gelatin, coloﬁng agerits, antimicrobials for capsules in DESCRIPTION? ' X
7 Failure to list dyes in imbrinﬁﬁg inks? (Co’loring agents e.g., iron oxides need not be listed) X

USP issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the X
recommendations supported and is the difference acceptable?[see FTR]

‘Does USP have labeling recommendations? If any, does ANDA meet them? X
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X
" Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information ' X

L ,‘ should be-used. However, only includ'e_ solvents appearing in innovator labeling.

/B“ioeq“uivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Tmax, T 1/2
~|. and date study acceptable) :

| Insert labeling references a food effect or a no-effect? If so, was a food study done? X

Has CLINICAL PHARMACOLOGY been modified? f so, briefly detail where/why. X

- PetehﬂExeiueivity Issues: FTR: Check the Orange Book edition or cumulative supplement for
Verification of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if
_none, please state. NONE

~ NOTE TO CHEMIST:
" FOR THE RECORD:
1. MODEL LABELING

This feview was based on the labeling for NDA 18803 rather than 19-217. The irisert includes glass
ampules, plastic vials, plastic syringes for 9% NA Cl, 5% dextrose and SWFI al for use as a drug
diluent




2. g PATENTS/EXCLUSIVITIES: See above. [Vol.A1.1pg.10-12]

3. 'MA.NUF'AC‘TURING FACILITY OF FINISHED DOSAGE -FORM by taro pharm in Irlend for Taro
~ PhARM USA in Hawthrone, NY [Vol. A1]

4 'CONTAINER‘/CLOSURE

o RLD (19—217) 5mL, 10 mL, 20 mL SD glass ampul, (18-803) 10 mL, 20 mL, 50 mL SD- and 100 mL
: - single -dose plastic fliptop vials, and Ansyr Plastic syringes.
‘ ANDA 5mL and 10 mL SD plastlc ampuls.

k[Vol A12 pal
B INACTIVE INGREDIENTS

e The descrlptlon of the |nact|ve lngredlents in the insert labeling appears accurate according to the
S "composmon statement. No bactenostatld antimicrobial agent or added buffer. [Vol. A1.1 pg. 106 and
i Vol: Al 2pg 532] ‘ ;

B \'PACKAGING CONFIGURATIONS

RLD (19-217) glass vuals in cartons of 5s
- ANDA: plastuc ampules in boxes of 20s
. USP: Preserve in snngle-dose glass or plastic containers, of not larger than 1-L size. Glass containers
s are preferably of Type I or Type Il glass. [Vol. ]

7 STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON
- USP: :
L RLD: CRT15-3OC ;

.o ANDA: Store at 20-25C

. 8. I "DISPENSING STATEMENTS COMPARISON

v SP Label it to |nd|cate that no antimicrobial or other substance has been added,
and that it is not suitable for intravascular injection without first having been made
approx1mately |soton|c by the addition of a suitable solute.

" RLD: same .
8 ‘ANDA (Insert) Same

.'._1_,  Date of Review: 10/25/05 - Date of Submission: Nov. 29, 2004(original)

ee e

" ANDA! 77-407 ~

' DUPDIVISION FILE [ 0 ﬂ”g

- HFD-613/Apayne/JGrace (no cc) o

© - VAFIRMSNZ\TARO\LTRS&REV\77407NA1 .lab.doc .
Review digital S|gnature and Date: APayne 10/25/05 % /1 2 o

Draft e- dr :




APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

v ANDA Number 77-407
: Date of Submlsslon ' 23 JAN 2006
: . Applicant  Taro Pharm
Drug Name Sodlum Chloride Injection USP, 9%-
Strength(s) 5 mL and 10 mL - SDV ampules

R FPL Approval Summary
- 'Container Labels Submitted
5 ml and 10 mL Y 23 JAN 2006, vol 4.1A

- TCartons-20s . N 2006, vol 4.1A
. Package lnsert Labelml 23 JAN 2006, vol 4.1A

Gl BASIS OF APPROVAL

S Pa : "nt Data For NDA 19-217 should be 18-803
: Patent i-,j;; Patent "Use Description  How Filed .
| Ne | Explratlon Code Labeling Impact
O None ] None S PI

i Exclusrvrty Data For NDA 19-217

Codelsup | - Description Labeling impact

Ex’piration.

e Reference Llsted Drug :
e RLD on the 356(h) form  NaCl
il . NDA Number 19-217 should be 18-803
ﬂ RLD estabhshed name Sodium Chioride Injectlon USP
.. Firm Abbott
Currenty approved Pl - $-023 should be Y-026
AP Date - April 7, 2004 should be 12-17-04

Rertd 2004 revnsmn year 2000

S : .';.'.Note RLD méert is combined with several other diluent products that are not the subject of this
apphcatlon Y-27 submitted in Dec 2004 with a revision date of 1997 has been superceded by Apr|I




'REVIEW OF PROFESSIONAL LABELING CHECKLIST

‘_ Applicant's Established Name

Different name than on“’accept”a'nce to file letter’? '

' fls this product a USP |tem’7 If so, USP supplement in which venﬂcatron was assured.
‘USP24 o

| Is this name different than thait used in the Orange Book?

~ 1 I ot USP, ha'sf{‘né’pfoau'cg:jnéme‘béen proposed in the PF?

-~ Error Preventton Analysis

Has the firm proposed a proprretary name? If yes, complete this subsection.

“Do you f nd the name objectlonable? Llst reasons in FTR, if so. Consider: Misleading? Sounds or
_flooks like another name’7 ‘USAN stem present’? Prefix or Suff X present?

e | Has the namé been fowvarded to the Labelrng and Nomenclature Committee? If so, what were the

3 recommendatlons? If thé name was unacceptable has the firm been notified?

: \'”PACKAGING See applrcant’s packagmg conﬁguratron in FTR

s thrs anew packagrng conﬁguratron never been approved by an ANDA or NDA for this drug product?
lf yes, descnbe in Fl'

A Is thrs package srze mrsmatched W|th the reoommended dosage? If yes, the Poison Prevention Act

ol may requrre a CRC [see FI'R]

' jDoes the package proposed have any safety and/or regulatory concxems'?

_' If lV product packaged |n syrrnge could there be adverse patient outcome if given by direct IV
injection?

o Conﬂrct between the DOSAGE AND ADMlNlSTRATlON and INDICATIONS sections and the
© | packaging oont' guratron?

i is the strength and/or ooncentratlon of the product unsupported by the insert labeling?

¥ .: ls the color of the eontarner (| .. the oolor of the cap ofa mydrratlc ophthalmic) or cap incorrect?

l lndrvrdual cartons requrred'? lssues for l-‘l' R Innovator individually cartoned? Light sensitive product
“which mrght requrre cartomng? Must the package insert accompany the product?

1 Are there any other safety concems?

’ LABELING

,Is the name of the drug unclear in print or lackmg in prominence? (Name should be the most
prominent information on the label). .

Has applrcant farled to clearly drfferentrate multiple product strengths?

ls the corporate logo larger than 1/3 oontamer label? (No regulation - see ASHP gurdelrnes)

Does RLD make specral drfferentlatron for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs
Concentrate Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and




labeling? - Is "Jointly Manufactured by...", statement needed?

; : Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? . X

2| : Has the firm failed to adequately support compét_ibility or stability claims which appear in the insert X
- ¥ Iabe_ling? _Note: Chemist should confirm the data has been adequately supported.

: S’éorinyg:, Describe scbrihg configuration of RLD and applicant (p. #) in the FTR - ‘

» Is the scoring configuration different than the RLD? X

: H"asf the firm failed to describe the scoring in the HOW SUPPLIED section? X

. ] Ir'iacti\ié Ihgrédientsi (FTR: List p. # in application where inactives are listed)

ulif)o'és‘the pi’oduét cb.nta'in‘alcohol'.? If 50, has the acéuracy of the statement been confirmed? X

| Dd any of the inéctivés differ in concentration for this route of administration? X

Any adverse effects énﬁcipéted from inactives (i.e., benzyl alcohol in neonates)? X

Is thér'e é dis‘crépénby in inactives between DESCRIPTION and the composition statement? X

' Has the term "other ingr'édienté'; beebn‘ used to protect a trade secret? If so, is claim supported? X

g ,Failu‘r_e tolist the boloﬁng agénts if the composition statement lists e.g., Opacode, Opaspray? X
Fallure to st getatin, coloring agents, antimicrobials for capsules in DESCRIPTION? X
'Féiiufé to list dyéé in imprinting inks? (Coloring agents e.g., iron oxides need not be listed) X

: USP ‘Issu‘és: (FTR: List USP/NDAI_ANDA dispensing/storage recommendations)

Do' odhté"inér recdmmendéﬁons fail'to_ meet or exceed USP/NDA recommendations? If S0, are the X
fecommendations supported and is the difference acceptable?[see FTR]
‘. ] :l.)ées‘USP havé'labeii,ng recommendations? If any, does ANDA meet them? X
\ Is the brod_uct light éensitive? If s0, is NDA and/or ANDA in a light resistant container? X
s b."jFéi'Inre of DESCRIPTION to heet USI5 Description and Solubility information? If so, USP information X

shouid be used. However, only ihclude solvents appearing in innovator labeling.

Bibéqpivalénce IéSuési ‘(Cofnpafe bioequivalency values: insert to study. List Cmax, Tmax, T 1/2 ¢
+ and date study acceptable) .

' ij !ﬁsert ,Iébelingrreferenoes a food effect or a no-effect? If so, was a food study done? ' X

' Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X

ﬁétent/Excluéivity Issues: FTR: Check the Orange Book edition or cumulative supplement for
- verification of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if
. none, please state. NONE

" NOTE TO CHEMIST:

- FOR THE RECORD:

- 1. MODEL LABELING

This review was based on the labeling for NDA 18803 rather than 19-217. The insert includes glass
ampules, plastic vials, plastic syringes for 9% NA Cl, 5% dextrose and SWFI al for use as a drug
- diluent



2 .PATENTS/EXCLUSIVITIES: See above. [Vol. A1.1 pg. 10-12]

s MANUFACTURING FACILITY OF FINISHED DOSAGE FORM by taro pharm in Irlend for Taro
- 'PhARM USA in Hawthrone, NY [Vol. A1 ]

4. CONTAINER/CLOSURE

"RLD: (1 9-217) 5 mL, 10 mL, 20 mL SD glass ampul, (18-803) 10 mL, 20 mL, 50 mL SD- and 100 mL
A single -dose plastic fliptop vials, and Ansyr Plastic syringes.
- ANDA: 5 mL and 10 mL SD plastic ampuls.

’[\'/gi."m".'z' pg.]
5. INACTIVE INGREDIENTS

‘ The des\cripti_on‘ of the ihacfive ingredients in the insert labeling appears accurate according to the

.~ composition statement. No bacteriostatid, antimicrobial agent or added buffer. [Vol. A1.1 pg. 106 and
e V‘?"'-"A"-ZPQ: 532] . B

~ 6. PACKAGING CONFIGURATIONS
, LD (19-217) glass vials in‘cartons of 5s

- ANDA: ' plastic ampules in boxes of 20s

E USP: Preserve in single-dose glass or plastic containers, of not larger than 1-L size. Glass containers
arev‘pl’:gfe’rably_‘of Typ'e_ I or Type Il glass. [Vol. 1 '

7. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON
e USSP ' ‘
 RD: CRTA530C

. ANDA:Storeat 20.25¢

8. DISPENSING STATEMENTS COMPARISON

- UsP: Label it to indiéate'fhéi no antimicrobial or other substance has been added,

" and that it is not suitable for intravascular injection without first having been made
o apprqximatel_y isotonic by the addition of a suitable solute.

‘. " RLD: same - e
.. ANDA (insert): Same -

_ DateofReview: 2/01/06 ~ Date of Submission: 23 JAN 2006,
' ANDA: 77-407 | - Z/ oi / s
DUP/DIVISION FILE

- HFD-613/Apayne/JGrace (nocc) 19\ A0 et
" VAFIRMSNZ\TARO\LTRS&REV\77407ap1 Jab.doc j j‘y 3.,
B Review digital signature and Date: APayne 2/01/06

Jud &W’b’
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MISTRY REVIEW .

Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA: 77- 407 (First Generic)
2. REVIEW #: 1

3. REVIEW DATE: 4/6/05
Revised: 5/4/05

4. REVIEWER: Nashed E. Nashed, Ph.D.
5. PREVIOUS DOCUMENTS:

Previous Documents ' Document Date
~tevious Documents ocument Date
N/A N/A

6. SUBIVIISSION(S) BEING REVIEWED:

- Submission(s Reviewed Document Date
Original Submission 11/29/04
Acceptable for filing 11/30/04
New Correspondence 11/30/04
New Correspondence 1/13/05

7. NAME & ADDRESS OF APPLICANT:
Name: Taro Pharmaceuticals Ireland I.td.

Address: Lburdes Road, Roscrea, Co. Tipperay, Ireland
Taro Pharmaceuticals U.S.A., Inc.

Representative: 5 Skyline Drive, Hawthorne, NY 10532
Kalpana Rao '
Telephone: 914-345-9001
8. DRUG PRODUCT NAME/ CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (U, SAN): Sodium Chloride Injection, USP

Page 3 of 25




MISTRY REVIE)
Chemistry Review Data Sheet

9. LEGAL BASIS FOR SUBMISSION:

10

11.
12.
13.
14.
I5.

16.

17.

The firm has provided a Paragraph I Certification.

Taro certifies, in its opinion and to the best of its knowledge, that there are no patents
listed in the Approved Drugs Products with Therapeutic Equivalence that claim the drug
referred to in this application.,

Taro certifies that in its opinion and to the best of its knowledge, there are no unexpired
Exclusivities for Sodium Chloride Injection USP, 0.9% in plastic container. '
The Reference Listed Drug is Sodium Chloride Injection USP, 0.9% in Plastic Container,

- NDA 19-217, manufactured by Hospira Ltd. and Iabeled for Abbott Laboratories.
PHARMACOL CATEGORY:
Electrolyte Replenishment, LVI
DOSAGE FORM: Solution for Injection
STRENGTH/POTENCY: 0.9% w/v (9 mg/mL)
ROUTE OF ADMINISTRATION: Injectable; Injection
Rx/OTC DISPENSED: XX Rx OTC

—_—

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

XX __ Nota SPOTS product

CHEMICAL NAME, STRUCTURAL F ORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Empirical formula is NaCl and Molecular weight is 58.44.

RELATED/SUPPORTING DOCUMENTS:

Page 4 of 25



L

DATE
REVIEW

! Action codes for DMF Table:
Reviewed,
Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF '

O revision since last review
4 - Sufficient i ion in application
t granted
6 — DMF not available

7 — Other (explain under "Comments")

2 Adequate, Inadequate, or N/A

(There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents:

CONSULTS/ CMC
RELATED -

abeling :
Bioeg uivalence

Page 5 of 25



Chemistry Review Data Sheet

19. ORDER OF REVIEW

The application submission(s) covered by this revie

W was taken in the date order of
receipt. Yes xx_ No

If no, explain reason(s) below:

Transferred from Team 2

APPEARS THIS WAY
ON ORIGINAL

Page 6 of 25



Executive Summary Section

The Chemistry Review for ANDA 77- 407
The Executive Summary |

I.  Recommendations
A, Recommendation and Conclusion on Approvability
This application is not approvable due to minor deficiencies,
B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable
N/A
IL Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug'Substance(s)
The drug product Sodium Chloride Injection USP, 0.9% will be packaged in
SmL and 10 mL ampoules.
The Reference Listed Drug is Sodium Chloride Injection USP, 0.9% in Plastic
Container, NDA 19-217, manufactured by Hospira Ltd. and labeled for Abbott
Laboratories. .
b ( 4 The drug substance sodium chloride is a white crystalline powder, colorless
) crystals or white pearls with empirical formula NaCl and molecular weight is
58.44. '
. The firm has submitted blank copy of the master batch record (MBR) for the
b ( 4) intended maximum production batch size of f j(both S5mL and 10 mL
ampoules) in Section 3.2.P.3.3.A.
_ The firm has provided copies of the exhibit batch records Lot #TP44 (Batch size:
[ 7)forthe 5mL Ampoule and Lot #TP47 (Batch size: I j) for the 10 mL
Ampoule. See Section 3.2.R 1.
b(4) |
The drug product is E : _j in accordance with the
h(4) USP.

Page 7 of 25



Executive Summary Section

B. Description of How the Drug Product is Intended to be Used

Sodium Chloride Injection USP, 0.9% is supplied in 5 mL and 10 m[,
polypropylene ampoules in cartons containing 20 ampoules..

The volume of the preparation to be used for diluting or dissolving any drug for
injection, is dependent on the vehicle concentration, dose and route of
administration as recommended by the manufacturer.

This parenteral should be inspected visually for particulate matter and

discoloration prior to administration, whenever solution and container permit.

The recommended storage condition is 20° — 25°C (68°—77°F).

C. Basis for Approvability or N ot-Approval Recommendation

The application is not approvable due to minor deficiencies,

OI. Administrative

A. Reviewel"ﬂf/S\iglla J F)J ’ S [ﬂ 5

Nashed B/ Nashe , Ph.D./5/4/05

/’
B. Endorsement Block (} @ ( 0
James M. Fan

Page 8 of 25
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Chemistry Assessment Section

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 77- 407 APPLICANT: Taro Pharmaceuticals Ireland Ltd.
DRUG PRODUCT: Sodium Chloride Injection USP, 0.9%, 5 mL

The deficiencies presented below represent MINOR deficiencies.

A. Deficiencies:
1. r
2.
3.

b(4)
4.
5.
6.
L
B. In addition to responding to the deficiencies presented above, please note and

acknowledge the following comments in your response:

1. The firms referenced in your application should be in compliance with
cGMP at the time of approval.

2. Please provide all available drug product room temperature stability data.

23 of 25



Chemistry Assessment Section

Labeling and miérobiology information you have provided is pending
review. After the reviews are completed, any deficiencies found will be
communicated to you under a separate cover.

Sincerely yours,

Division of Chemistry I
Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL

24 of 25



Chemistry Assessment Section

cc: ANDA 77-407
ANDA DUP
Division File
Field Copy

Endorsements: 5

| HFD-627/N.Nashed/5/4/05 /l/ A/ ﬁ’ P‘)// 4

HFD-627/J.Fan/5/4/05 S r/ é/é 5
HFD-617/A.Vu

F/T:ard/5/5/05

VAFIRMSNZ\TARO\L TRS&REV\77-407.1.doc

APPEARS THIS WAY
ON ORIGINAL

25 of 25
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MISTRY RE
Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA: 77- 407 (First Generic)
2. REVIEW #: 2

3. REVIEW DATE: 9/19/05
Revised: 12/29/05

4. REVIEWER: Nashed E. Nashed, Ph.D.
5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
N/A N/A

6. SUBMISSION(S) BEING REVIEWED:

‘Submission(s) Reviewed : Document Date
Original Submission 11/29/04
Acceptable for filing 11/30/04
New Correspondence : 11/30/04
New Correspondence 1/13/05
Minor Amendment - 7/28/05
Gratuitous Amendment . 9/22/05

7. NAME & ADDRESS OF APPLICANT:
Name: Taro Pharmaceuticals Ireland Ltd.

| Address: Lourdes Road, Roscrea, Co. Tipperay, Ireland

Taro Pharmaceuticals U.S.A., Inc.
Representative: 5 Skyline Drive, Hawthorne, NY 10532
Kalpana Rao ‘ '

4 Telephone: 914-345-9001
8. DRUG PRODUCT NAME/CODE/ TYPE:

a) Proprietary Name: N/A )
b) Non-Proprietary Name (U SAN): Sodium Chloride Injection, USP

Page 3 of 27



Chemistry Review Data Sheet

9. LEGAL BASIS FOR SUBMISSION:

10.

11.
12.
13.
14.
15.

16.

17.

The firm has provided a Paragraph I Certification.

Taro certifies, in its opinion and to the best of its knowledge, that there are no patents
listed in the Approved Drugs Products with Therapeutic Equivalence that claim the drug
referred to in this application. : :

Taro certifies that in its opinion and to the best of its knowledge, there are no ‘unexpired
Exclusivities for Sodium Chloride Injection USP, 0.9% in plastic container.

The Reference Listed Drug is Sodium Chloride Injection USP, 0.9% in Plastic Container,
NDA 19-217, manufactured by Hospira Ltd. and labeled for Abbott Laboratories.

PHARMACOL CATEGORY:
Electrolyte Replenishment, LVI

DOSAGE FORM: Solution for Injection

STRENGTH/POTENCY: 0.9% w/v (9 mg/nL)

ROUTE OF ADMINISTRATION: Injectable; Injection

Rx/OTC DISPENSED: XX__Rx OTC

—

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

XX _ Nota SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Empirical formula is NaCl and Molecular weight is 58.44.

RELATED/SUPPORTING DOCUMENTS:

»r

Page 4 of 27



b(9)

Chemistry Review Data Sheet-

A. DMFs:
DATE
b lf TYPE | HOLDER REFI;%BI:IICED CODE' | STATUS? REVIEW COMMENTS
COMPLETED
r ] I r "[ | 1 4 - .
b
LA
| L |
! Action codes for DMF Table:
1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF
3 —Reviewed previously and no revision since last review
4 — Sufficient information in application
5 — Authority to reference not granted
6 — DMF not available
7 — Other (explain under "Comments")
? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)
B. Other Documents: N/a
DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
CONSULTS/ CMC '
RELATED RECOM]VIENDATION DATE REVIEWER
REVIEWS
Microbiology Pending
EES _ Pending
Methods Validation | Not required.
Labeling Deficient 11/30/05 A. Payne
Bioequivalence Acceptable 3/28/05 B. Fabian-Fritsch
EA Acceptable '
Radiopharmaceutical | N/A

Page 5 of 27




Chemistry Review Data Sheet .
19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

receipt. ___ Yes xx- No If no, explain reason(s) below:
The application is Minor
APPEARS THIS WAY
ON ORIGINAL

Page 6 of 27



A.

Executive Summary Section

The Chemistry Review for ANDA 77- 407
The Executive Summary

L Recommendations

Recommendation and Conclusion on Approvability

CMC is approvable — Micro and EER are Pending. Labeling is
deficient 11/30/05.

Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

N/A

II.  Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

b(4)

b(g)

b(4)

The drug product Sodium Chloride Injection USP, 0.9% will be packaged in
5 mL and 10 mL ampoules.

The Reference Listed Drug is Sodium Chloride Injection USP, 0.9% in Plastic
Container, NDA 19-217, manufactured by Hospira Ltd. and labeled for Abbott
Laboratories.

The drug substance sodium chloride is a white crystalline powder, colorless
crystals or white pearls with empirical formula NaCl and molecular weight is
58.44.

The firm has submitted blank copy of the master batch record (MBR) for the
intended maximum production batch size ofL‘: 7 (both 5 mL and 10 mL
ampoules) in Section 3.2.P.3.3.A.

The firm has provided copies of the exhibit batch records Lot #TP44 (Batch size:
£ Jforthe 5 mL Ampoule and Lot #TP47 (Batch size:C 7 for the 10 mL
Ampoule. See Section 3.2.R.1.

The drug product is C j in accordance with the
USP.

Page 7 of 27



Executive Summary Section

B. Description of How the Drug Product is Intended to be Used

Sodium Chloride Inj ection USP, 0.9% is indicated only for diluting or dissolving
drugs for intravenous, intramuscular or subcutaneous injection, according to the
instructions of the manufacturer of the drug to be administered.

Sodium Chloride Injection USP, 0.9% is supplied in 5 mL and 10 mL
polypropylene ampoules in cartons containing 20 ampoules.

The volume of the preparation to be used for diluting or dissolving any drug for
injection, is dependent on the vehicle concentration, dose and route of
administration as recommended by the manufacturer.

This parenteral should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.

The recommended storage condition is 20° — 25°C (68° — 77°F).

C. Basis for Approvability or Not-Approval Recomméndation

CMC is approvable — Micro and EER are Pending. Labeling is
deficient 11/30/05

III. Administrative

A. Reviewer"sﬁsg\natur g( \ / 'g { @ é
Nashed E. Nashed, Ph.D.

B. Endérsement Block @,\ //‘; / ?
( o /

James M. Fan

APPEARS THIS WAY
PN

Page 8 of 27
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Chemistry Assessment Section

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 77-407 APPLICANT: Taro Pharmaceuticals Treland Ltd.

DRUG PRODUCT: Sodium Chloride Injection USP, 9%- 5 mL and 10 mI, - SDV
ampules

The deficiency presented below represents a Minor deficiency:

Labeling deficiencies were communicated to you via facsimile on November 29, 200s5.
You should address the issues in the November 29, communication prior to or concurrent
with your response to this communication.

Sincérely yours,
@r@» . %v /1 806
shmikant

M. Patel, Ph.D.
Director
Division of Chemistry I
Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL

26 of 27



Chemistry Assessment Section

cc: ANDA 77-407
ANDA DUP
Division File
Field Copy

Endorsements:

HFD-627/N Nashed/12/29/05 V7 31\'\@1(9 é

HFD-627/J.Fan/1/2/06 ) / / g// o (O
-617/A. |
HFD-617/A.Vu Ao (\Qlogﬁv

F/T:ard/1/17/06

VA\FIRMSNZ\TARO\LTRS&REV\77-407.2.doc

27 of 27
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA: 77- 407 (First Generic)

2. REVIEW #: 3

3. REVIEW DATE: 3/16/06

4. REVIEWER: Nashed E. Nashed, Ph.D.

5. PREVIOUS DOCUMENTS:
Previous Documents - Document Date
N/A : N/A

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Original Submission ' 11/29/04
Acceptable for filing v 11/30/04

New Correspondence 11/30/04

New Correspondence 1/13/05

Minor Amendment 7/28/05
Gratuitous Amendment 9/22/05
Labeling Amendment ' 1/23/06
Minor Amendment (Labeling) 3/3/06

Microbiology Amendment _ 5/30/06

7. NAME & ADDRESS OF APPLICANT:

Name: Taro Pharmaceuticals Ireland Ltd.

Address: Lourdes Road, Roscrea, Co. Tipperay, Ireland
Taro Pharmaceuticals U.S.A., Inc.
Representative: 5 Skyline Drive, Hawthorne, NY 10532
: Kalpana Rao
Telephone: 914-345-9001

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Sodium Chloride Injection, USP

Page 3 of 23



CHEMISTRY REVIEW
Chemistry Review Data Sheet

9. LEGAL BASIS FOR SUBMISSION:

10.

11.
12.
13.
14,
15.

16.

17.

The firm has provided a Paragraph I Certification.

Taro certifies, in its opinion and to the best of its knowledge, that there are no patents
listed in the Approved Drugs Products with Therapeutic Equivalence that claim the drug
referred to in this application.

Taro certifies that in its opinion and to the best of its knowledge, there are no unexpired
Exclusivities for Sodium Chloride Injection USP, 0.9% in plastic container.

The Reference Listed Drug is Sodium Chloride Injection USP, 0.9% in Plastic Container,
NDA 19-217, manufactured by Hospira Ltd. and labeled for Abbott Laboratories.

PHARMACOL CATEGORY:

Electrolyte Replenishment, LVI
DOSAGE FORM: Solution for Injection
STRENGTH/POTENCY:: 0.9% w/v (9 mg/mL)
ROUTE OF ADMINISTRATION: Injectable; Injection
Rx/OTC DISPENSED:” XX__ Rx  __OTC

SPOTS ( SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
SPOTS product — Form Completed

XX__ Not a SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT: :

Empirical formula is NaCl and Molecular weight is 58.44.

RELATED/SUPPORTING DOCUMENTS:

Page 4 of 23



CHEMISTRY REVIEW

Chemistry Review Data Sheet

ITEM
REFERENCED

DATE

TYPE | HOLDER CODE' | STATUS? REVIEW COMMENTS

COMPLETED

b(4)

Am T
X
b

v a K
d

[ A

! Action codes for DMF Table:
1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:

2 —Type 1 DMF

3 — Reviewed previously and no revision since last review
4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

% Adequate, Inadequdte, or N/A

not need to be reviewed)

B. Other Documents: N/a

(There is enough data in the application, therefore the DMF did

DOCUMENT

APPLICATION NUMBER

DESCRIPTION

18. STATUS:

CONSULTS/ CMC
RELATED
REVIEWS

RECOMMENDATION | DATE

REVIEWER

Microbiology

Acceptable 06/28/06

B. Pillari

EES

Acceptable 07/06/06

Methods Validation

Not required.

Labeling

Acceptable 02/10/06

A. Payne

Bioequivalence

Acceptable 03/28/05 -

B. Fabian-Fritsch

EA

Acceptable

Radiopharmaceutical

N/A
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. Yes xx___ No  Ifno, explain reason(s) below:

The application is Minor

Page 6 of 23



CHEMISTRY REVIEW

Executive Summary Section

The Chemistry Review for ANDA 77- 407

The Executive Summary

I. Recommendations

A. Recommendation and Conclusion on Approvability
The application is approvable

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

N/A

II. Summary of Chemistry Assessments
A. Descrlptlon of the Drug Product(s) and Drug Substance(s)

The drug product Sodium Chloride Injection USP, 0.9% will be packaged in
5 mL and 10 mL ampoules.

. The Reference Listed Drug is Sodium Chloride Injection USP, 0.9% in Plastic
Container, NDA 19-217, manufactured by Hospira Ltd. and labeled for Abbott
Laboratorles

The drug substance sodium chloride is a white crystalline powder, colorless
crystals or white pearls with empirical formula NaCl and molecular weight is
58.44.

The firm has submitted blank copy of the master batch record (MBR) for the
b(4) intended maximum production batch size of L. (both 5 mL and 10 mL
' ampoules) in Section 3.2.P.3.3.A.

The firm has provided copies of the exhibit batch records Lot #TP44 (Batch size:
[ ) for the 5 mL Ampoule and Lot #TP47 (Batch size: [ ) for the 10 mL

| b{‘” Ampoule. See Section 3.2.R.1.
The drug product is in accordance with the .
ORI L N
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CHEMISTRY REVIEW

Executive Summary Section

B. Description of How the Drug Product is Intended to be Used

Sodium Chloride Injection USP, 0.9% is indicated only for diluting or dissolving
drugs for intravenous, intramuscular or subcutaneous injection, according to the
instructions of the manufacturer of the drug to be administered.

Sodium Chloride Injection USP, 0.9% is supplied in 5 mL and 10 mL
polypropylene ampoules in cartons containing 20 ampoules.

The volume of the preparation to be used for diluting or dissolving any drug for
injection, is dependent on the vehicle concentration, dose and route of’
administration as recommended by the manufacturer.

This parenteral should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.

The recommended storage condition is 20° —25°C (68° — 77°F).

C. Basis for Approvability or Not-Approval Recommendatlon

The application is approvable

Page 8 of 23
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30.

31.

32.

33.

34.

35.

CHEMISTRY REVIEW

Chemistry Assessment Section

MICROBIOLOGY

Micro is acceptable on 06/28/06 by B. Pillari

SAMPLES AND RESULTS/METHODS VALIDATION STATUS

Not required.

LABELING

Labeling is acceptable by A. Payne on 02/10/06
ESTABLISHMENT INSPECTION

EER is acceptable on 07/06/06

BIOEQUIVALENCE

- Bio is Acceptable per B. Fabian-Fritsch on 3/28/05.

ENVIRONMENTAL IMPACT CONSIDERATIONS/CATEGORICAL
EXCLUSION: Satisfactory

Taro Pharmaceuticals Ireland Ltd., requests a categorical exclusion under 21 CFR 25.30
and 25.31(a). Also, certifies that, to the best of its knowledge and belief, the firm is in
compliance with all local environmental laws.

APPEARS THIS WAY
ON ORIGINAL

22 0f23



'CHEMISTRY REVIEW

Chemistry Assessment Section
cc: ANDA 77-407

' ANDA DUP

Division File

Field Copy

Endorsements: M
HFD-627/N.Nashed ¢ / [0 / 0 é

HFD-627/] Fan
HFD-617/R.Adigun/7/20/06

V:\FIRMSNZ\TARO\LTRS&REV\77-407.3.doc
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 77-407

BIOEQUIVALENCE REVIEW




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

MAR 28 2005

ANDA #: 77-407 . SPONSOR: Taro Pharmaceuticals Ireland Ltd.
DRUG AND DOSAGE FORM: Sodium Chloride Injection USP

STRENGTH (S): 0.9%, 5 mL and 10 mL

STUDY SUMMARY: The test drug product is a parental solution intended solely for
administration by injection and contains the same active and inactive ingredients in the
same concentration as the approved reference listed product. A waiver of the in-vivo
bioavailability/bioequivalence study requirements is granted [21 CFR 320.22(b)(1)]

DSI INSPECTION STATUS
Inspection needed: No Inspection status: Inspection results:
First Generic No__ Inspection requested: (date)

New facility | | Inspection completed: (date) -

For cause

Other

PROJECT MANAGER: BETH FABIAN FRITSCH, R.PH., MBA BRANCH: IV

INITIAL: M/ DATE: Z//’"///S/

TEAMLEADER:  AIDA L. SANCHEZ, PHARM.D. | R

INITIAL: _, \J@S | DATE: _ 3[5] o5~

DIRECTOR, DIVISION OF BIOEQUIVALENCE: DALE P. CONNER, PHARM.D.

NITAL: P - DATE: 3/26/65




BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 77-407 APPLICANT: Taro Pharmaceuticals Ireland Ltd.
DRUG PRODUCT: Sodium Chloride Injection USP, 0.9%, 5 mL and 10 mL

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

Please note that the bioequivalence comments provided in this communication are
. preliminary. These comments are subject to revision afier 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 bioequivalence information and/or
studies, or may result in a conclusion that the proposed formulation is not approvable.

Sincerely yours,

oy

Dale P. Conner, Pharm. D.

Director,

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 77-407

MICROBIOLOGY REVIEWS




Product Quality Microbiology Review
| Review for HFD-640

15 May 2006

ANDA: 77-407

Drug Product Name
Proprietary: none
Non-proprietary: Sodium Chloride Injection USP, 0.9%
Drug Product Priority Classification: N/A

Review Number: 1

Dates of Submission(s) Covered by this Review

Letter Stamp Consult Sent  Assigned to Reviewer

11-29-04 11-30-04 N/A 5-12-06

Submission History (for amendments only)

Submission Date(s) Microbiology Review# = Review Date(s)

N/A

Applicant/Sponsor
Name: Taro Pharmaceuticals Ireland Ltd.
Address: Lourdes Road
Roscrea, Co. Tipperary Ireland

USA Agent: Taro Pharmaceuticals USA Inc.
Address: 5 Skyline Drive
Hawthorne, NY 10532
Representative: Kalpana Rao, Vice President Regulatory Affairs
Telephone: 914-345-9001 ext. 6298

Name of Reviewer: Brenda Pillari, Ph.D.

Conclusion: Not recommended for approval based on sterility assurance



ANDA 77-407 Microbiology Review #1

Product Quality Microbiology Data Sheet

A, 1. TYPE OF SUBMISSION: Original submission

2. SUBMISSION PROVIDES FOR: Initial marketing of sterile drug

product
3. MANUFACTURING SITE: Taro Pharmaceuticals Ireland Ltd.
Lourdes Road
Roscrea, Co. Tipperary
Ireland

4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: sterile, solution, intravenous, intramuscular, or
subcutaneous injection

5. METHOD(S) OF STERILIZATION: E

b4 ]

6. PHARMACOLOGICAL CATEGORY: Diluent. Only for diluting or
dissolving drugs according to instructions of the manufacturer of the drug
to be administered _

B. SUPPORTING/RELATED DOCUMEN TS: none

C. REMARKS: none .

filename: 77-407.doc

Page 2 of 16



ANDA 77-407 Microbiology Review #1

Executive Summary

I Recommendations

A, Recommendation on Approvability - Not Recommended for
approval based on sterility assurance. Specific comments
regarding the manufacture of sterile drug products are provided in
“H. List of Microbiology Deficiencies and Comments” sections.

B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable - N/A

IL. Summary of Microbiology Assessments

A, Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiology - Filling of product into 5mlL and
10mL polypropylene ampoules in an unknown room [~

b(4) =

B. Brief Description of Microbiology Deficiencies-Incomplete and
unclear information for validation of I
" . Jincomplete environmental monitoring information, and
b(4) incomplete container closure integrity information.

C. Assessment of Risk Due to Microbiblogy Deficiencies - The

public health risk associated with these deficiencies is moderate.

III.  Administrative

A. Reviewer's Signature A //JL—‘ Jﬁfﬁ (-

/7
B. Endorsement Block
Microbiology Reviewer: Brenda Pillari, Ph.D.
Microbiology Team Leader: Neal . Sweeney, Ph.D.

C.  CCBlock j

cc: e
Original ANDA 77-407 . : / 5-25- éo
HFD- 600
Field Copy
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Product Quality Microbiology Review
Review for HFD-640

19 June 2006

ANDA: 77-407

Drug Product Name
Proprietary: none
Non-proprietary: Sodium Chloride Injection USP, 0.9%
Drug Product Priority Classification; N/A

Review Number: 2

Dates of Submission(s) Covered by this Review

Letter Stamp Consult Sent  Assigned to Reviewer

5-30-06 5-31-06 N/A 6-12-06

Submission History (for amendments only)

Submission Date(s)  Microbiology Review # Review Date(s)
11-29-04 1 5-15-06
Applicant/Sponsor

Name: Taro Pharmaceuticals Ireland Ltd,
Address: Lourdes Road
Roscrea, Co. Tipperary Ireland

USA Agent: Taro Pharmaceuticals USA Inc.
Address: 5 Skyline Drive
Hawthorne, NY 10532
Representative: Kalpana Rao, Vice President Regulatory Affairs
Telephone: 914-345-9001 ext. 6298

Name of Reviewer: Brenda Pillari, Ph.D.

Conclusion: Recommended for approval based on sterility assurance



ANDA 77-407 Microbiology Review #2

Product Quality Microbiology Data Sheet

A. 1. TYPE OF SUBMISSION: Original submission

2. SUBMISSION PROVIDES FOR: Initial marketing of sterile drug

product
3. MANUFACTURING SITE: Taro Pharmaceuticals Ireland Ltd.
Lourdes Road
Roscrea, Co. Tipperary
Ireland

4, DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: sterile, solution, intravenous, intramuscular, or
subcutaneous injection

w

METHOD(S) OF STERILIZATION: :
b(4) ® T

6. PHARMACOLOGICAL CATEGORY: Diluent. O_nly for diluting or
dissolving drugs according to instructions of the manufacturer of the drug
to be administered

B. SUPPORTING/RELATED DOCUMENTS: none

C. REMARKS: none

filename: 77-407al.doc

" Page2of 17



ANDA 77-407 | Microbiology Review #2

Executive Summary

I Recommendations
A. Recommendation on Approvability - Not Recommended for
approval based on sterility assurance. Specific comments
regarding the manufacture of sterile drug products are provided in
“H. List of Microbiology Deficiencies and Comments” sections.

B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable - N/A

IL. Summary of Microbiology Assessments
A, Brief Description of the Manufacturing Processes that relate to
Product Quality Microbiology - Filling of product into SmL and
I\ ~ 10mL polypropylene ampoules in an unknown room [
b4y <
B. Brief Description of Microbiology Deficiencies- None identified
C. Assessment of Risk Due to Microbiology Deficiencies — None

identified

II. Administrative

A. Reviewer's Signature

e L))ok
B. Endorsement Block

Microbiology Reviewer: Brenda Pillari, Ph.D.

Microbiology Team Leader: Ne Sweeney, Ph.D.
C.  CC Block - 9}40‘»‘%‘7

cc: - b
Original ANDA 77-407 6-2¥

HFD- 600
Field Copy

Page 3 of 17
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 77-407

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




AL TARO

November 2 9, 2004 , \’t%@ ) Taro Pharmaceuticals g.s.A., .
Office of Generic Drugs ' 7 7 - 4 07
Food and Drug Administration, CDER /

Document Control Room
Metro Park North I1
7500 Standish Place 'S
Room 150

Rockville, MD 20855-2773

RE: Abbreviated New Drug Application
Sodium Chloride Injection USP, 0.9%

Dear Sir/ Madam:

Taro Pharmaceuticals Ireland Ltd. (Taro) submits, today, an original, abbreviated new drug
application (ANDA) seeking approval to market Sodium Chloride Injection USP, 0.9% based
on the referenced listed drug 0.9% Sodium Chloride Injection, USP manufactured by Hospira
and labeled for Abbott Laboratories.

This ANDA is prepared in the ICH-CTD format, following the recommendations of the
following guidance documents:

Submitting Marketing Applications According to the ICH-CTD Format — General
Considerations

MA4: Organization of the CTD

MA4E: The CTD — Efficacy

M4Q: The CTD — Quality

M4S: The CTD — Safety

This ANDA is comprised of 5 volumes. The volumes are distributed as follows:

Module 1 — Adniinistrative and Prescribing Information (1 volume)

Module 2 — Common Technical Document Summaries (1 volume)

Module 3 — Quality (3 volumes)

Module 4 - Non-clinical Study Reports (Not Applicable)

Module 5 — Clinical Study Reports (Not Applicable) RECE’VED

NOV 3 0 2g04
OGD /CDER

Five Skyline Drive, Hawthorne, NY 10532 Tel: 914-345-9001 1-888-TARO-USA Fax: 914-345-8728 www.taro.com

Page 1 of 2



Taro Pharmaceuticals U.S.A., Inc., the U. S. Agent for Taro Pharmaceuticals Ireland Ltd., is
filing archival, review and field copies as follows:

Archival copy (5 volumes) Blue Jackets: Modules 1, 2 and 3
Review Copy (5 volumes) Red Jackets Modules 1, 2 and 3
Field Copy (5 volume) Maroon Jacket: Module 1, 2 and 3
Pharmacokinetic Copy (1 volume) Orange Jacket Module 1

Taro hereby certifies that the “field copy” is a true copy of the technical sections of the
ANDA (copy: this letter, 356h form, “true copy certification). This “field copy” is contained
in Maroon folders.

If you have any questions regarding this application, please contact the undersigned (the U.
S. Agent) at 914-345-9001, ext. 6298,

Sincerely,

ch 1[27/o
Kalpana Rao (UAS. Agent)

Vice President, Regulatory Affairs (Global, CMCQC)

Page 2 of 2
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TARO
N Taro Pharmaceuticals U.S.A., Inc.
November 30, 2004
Office of Generic Drugs

Food and Drug Administration, CDER
Document Control Room

Metro Park North I

7500 Standish Place

Room 150 _

Rockville, MD 20855-2773 NEW CORREGS

. - M
RE: Abbreviated New Drug Application

Sodium Chloride Injection USP, 0.9%

Diar Sir/ Madam:

Taro Pharmaceuticals Ireland Ltd. (Taro) submits, today, electronic labeling (inadvertently
omitted from the original submission made on November 29, 2004) for Sodium Chloride
Injection USP, 0.9%. FDA Form 356h is also attached.

Taro Pharmaceuticals U.S.A., Inc., is the U. S. Agent for Taro Pharmaceuticals Ireland Ltd.
If you have any questions regarding this application, please contact the undersigned (the U.

S. Agent) at 914-345-9001, ext. 6298.

Sincerely,

i uggafoéf
Kalpana Rao (U.S. Agent)

Vice President, Regulatory Affairs (Global, CMC)

RECEIVED
DEC 01 /4
OGD / CDER

Five Skyline Drive, Hawthorne, NY 10532 Tel: 914-345-9001 1-888-TARO-USA Fax: 914-345-8728 www.taro.com



RECORD OF TELEPHONE CONVERSATION

ANDA #: 77-407

DATE: January 10, 2005

TIME: 11:00 am

DRUG: Sodium Chloride Injection USP, 0.9%
FIRM: Ms. Barbara Canter for Taro Pharmaceuticals

FDA PARTICIPANTS:  Emily Thakur
PHONE NUMBER: 914-345-9001
TOPIC: - Missing items

I asked Ms. Canter to provide contact information and COA for the APIL. Ineeded a
reprocessing statement. Also need a list of addresses for inactives and container/closures.



TARO

Taro Pharmaceuticals US.A., Inc.

January 13, 2005

Office of Generic Drugs Food and Drug Administration, CDER
Document Control Room

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Attn: Emily Thakur

NEW CORRESP
RE: Abbreviated New Drug Application 77-407 NQ
Sodium Chloride Injection USP, 0.9%
Correspondence
»
Dear Ms. Thakur:

Thank you for your telephone call of January 10, 2005 and continued clarification of January
13, 2005. Taro Pharmaceuticals hereby submits the following, as requested: :

¢ Contact name and address of API supplier:

b‘ﬁ) r - ZJHead of Regulatory Affairs, Tel. [ , "}
* Certificate of Analysis for sodium chloride (from — 1 manufacturer of sodium
chloride): {~_ A has supplied their Certificate of Analysis (Module 3, section
b(4’ 3.2.8.4 [Control of Drug Substance], page 48). |~ TThas stated that the material is

traceable back to the original manufacturer and may release the C/A directly to a
government agency.

* Reprocessing Statement: see attachment A
* List of addresses for inactive and container closure system: see Attachment B

FDA Form 356h is also attached.

If you have any questions regarding this application, please contact Ms. Kalpana Rao (the U. S.
Agent) at 914-345-9001, ext. 6298.

Sincerely, , .
gy/f RECEIVED
Yo /27[% - JAN 1 4 2005

Barbara Lynn Cantor

Director, Regulatory Affairs (International) OGJD / CDER

Five Skyline Drive, Hawthorne, NY 10532 Tel: 914-345-9001 1-888-TARO-USA Fax: 914-345-8728 www.taro.com
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ANDA 77-407

Taro Pharmaceuticals U.S.A., Inc.
U.S. Agent for Taro Pharmaceuticals Ireland Ltd.
Attention: Kalpana Rao

5 8kyline Drive

Hawthorne, NY 10532

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 the telephone conversation dated

January 10, 2005 and your correspondence dated January 13, 2005.

'NAME OF DRUG: Sodium Chloride Injection USP, 0.9%, 5 mL

ampoules

DATE OF APPLICATION: November 29, 2004

DATE- (RECEIVED) ACCEPTABLE FOR FILING: November 30, 2004

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:

Peter Chen
Project Manager
(301) 827-5848

Wn Peter B
Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 77-407
cc: DUP/Jackets
HFD-600/Division File
Field Copy
HFD-610

HFD-92 . ) P
Endorsement: _ , ij
 HFD-615/MShimer, Chief, RSB /I/f date /7 I HOT

HFD-615/EThakur, €50 (T ol e \J date
Word File V:\Firmsnz\taro\ltrssrev¥\77407.ack

F/T ETT01/13/05

ANDA Acknowledgment Letter!




MAY 12 2005

" 36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 77- 407 APPLiCANT: Taro Pharmaceuticals Ireland Lid.
DRUG PRODUCT: Sodium Chloride Injection USP, 0.9%, 5 mL
, vThe deficiencies presented below represent MINOR deficiencies.

A. Deficiencies:

. T T

6.L _j

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

1. bThe firms referenced in your application should be in compliance with
cGMP at the time of approval.

2. Please provide all available drug product room temperature stability data.

4
?



3. Labeling and microbiology information you have provided is pending
review. After the reviews are completed, any deficiencies found will be
communicated to you under a separate cover.

Sincerely yours,

b2

Rakhmyikant M. Patel, Ph.D.

Direetor

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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July 28, 2005 TARO

Taro Pharmaceuticals USA., inc.

Thuyanh (Ann) Vu, Project Manager
Office of Generic Drugs
Center for Drug Evaluation and Research

Food and Drug Administration ENT
Document Control Room, Metro Park North II ORIG AMENDM ~

7500 Standish Place, Room 150 . i
Rockville MD 20855 : / {

MINOR AMENDMENT

A

i S

\.

e
TSR

Re: ANDA 77-407
Sodium Chloride Injection USP, 0.9%

Dear Sir/Madam:

Reference is made to Taro Pharmaceutical Ireland Ltd.'s Abbreviated New Drug Application
(ANDA) submitted, on November 29, 2004, under section 505(j) of the Federal Food, Drug
and Cosmetic Act, for Sodium Chloride Injection USP, 0.9%. Reference is also made to the
Agency letter dated May 12, 2005, in which the following deficiencies were communicated:

%. Deficiencies

T N

L N

OGD/CDER

Five Skyline Drive, How‘rhorne NY 10532 Tel: 914-345-9001 1-888-TARO-USA Fax: 914-345-8728 www.taro.com
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Comment 2
Please provide all available drug product room temperature stability data.

Response _
The comment is noted and acknowledged by Taro. Drug product stability data, to nine

months, at room temperature (25° C + 2° C/40% = 5% RH), for TP 44 (5 mL ampoule) and
TP 47 (10 mL ampoule), are provided in Module 3, section 3.2.P.8.3.

- Comment 3
Labeling and microbiology information you have provided is pending review. Afier the
reviews are completed, any deficiencies found will be communicated to you under separate
cover.

Response :
The comment is noted and acknowledged by Taro.

Should you have any questions, please contact the undersigned at 914-345-9001, ext. 6298.
Sincerely,

7/ 2.7{[01’ |

Kalpana Rao (US Agent)
Vice-President, Regulatory Affairs (Global)



ORIG AMENDMENT

§

Y
v
Sl

TARO

F Taro Pharmaceuticals US.A., Inc.

N
September 22, 2005

Ms. Thuyanh (Ann) Vu

Project Manager

Office of Generic Drugs, Food and Drug Administration, CDER
Document Control Room, Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

GRATUITOUS AMENDMENT

RE: ANDA 77-407
Sodium Chloride Injection USP, 0.9%

Dear Ms. Vu:

Reference is made to Taro Pharmaceutical Ireland Ltd.'s Abbreviated New Drug application
(ANDA) 77-407, submitted on November 29, 2004 under section 505(j) of the Federal Food,
Drug and Cosmetic Act, for Sodium Chloride Injection USP, 0.9% in 5 mL and 10 mL
plastic containers.

Enclosed, please find a gratuitous amendment to the ANDA. This amendment is to include
Taro Pharmaceutical Industries Ltd., 14 Hakitor Street, Haifa Bay, 26110, Israel as an
alterative site for USP particulate testing of .the" finished product and stability" samples,
inddvertently omitted from our previous submissions. The revised Module 3, section
3.2.P.3.1 is provided.

In addition, drug product stability-data for TP44 (5 mL ampoule) and TP47 (10 tl: ampoule)
to 12 months, at room temperature (25° C = 2° C/40% + 5% RH) are provided in revised
Module 3, section 3.2.P.8.

If you have any questions regarding this application, please contact Ms. Kalpana Rao at 914-
345-9001, ext. 6298.

Sincerely,
‘?/7/1/[6’/ , ﬁECEEWET\
Kalpana Rao SEP 2 3 2005

GVP, Regulatory Affairs (Global)

Five Skyline Drive, Hawthorne, NY 10532 Tel: 914-345-9001 1-888-TARO-USA Fax; 914-345-8728 www.taro.com -



January 23, 2006 TARO

Taro Pharmaceuticals US.A., Inc.

Attention: Angela Payne

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855

Re: ANDA #77-407 .
Sodium Chloride Injection USP, 0.9%
Labeling Amendment

Dear Ms. Payne:

Reference is made to our Abbreviated New Drug Application (ANDA) for Sodium Chloride
[njection USP, 0.9% submitted November 29, 2004, and to the labeling deficiency letters received
on November 29, 2005 and January 20, 2006 in which the following was requested:

Labeling Deficiencies:

1. We believe you have used an incorrect NDA to model your product labeling after. You used
NDA 19-217 (0.9% Sodium Chloride Injection USP- in life shield F liptop Glass vials - Thermoject
System). We believe your insert should model NDA 18-803 (0.9% Sodium Chloride Injection USP
in fliptop Plastic vials). Please comment on why you chose 19-217 as the reference listed drug.
The inserts are very similar and there are not many changes required below.

Response
Taro chose NDA 19-217 initially because that is the reference listed drug (RLD) in the

Orange Book. The description in the Orange Book does not give the type of container and
there was no labeling associated with the website. When the RLD was received we used the
accompanying insert and neglected to make the necessary changes to reflect our packaging.
Taro has noted the changes requested and thanks the Agency for the sending us the labeling
that we should have used and has made the necessary changes.

2. CONTAINER (5 Ml and 10 mL)
Comment 1 o RECEEVED
Include the drug use "FOR DRUG DILUENT USE" JAN 2 4 2005'

Response OGD / CDER

Taro has revised the container label as requested.

Comiment 2

Please provide a drawing of your ampules and comment on how one would gain access to the
product inside the ampules. The reference listed drug uses glass ampules that must be popped at
the designated line. '

3 Skyline Drive, Hawthorne, NY 10532 Tel: 914-345-9001 1-888-TARO-USA Fax: 914-345-8728 www.taro.com



Response
A drawing of the 5 mL and 10 mL ampule is attached (attachment 1). This drawing was

included in our original submission, under Module 3, section 3.2.P.7 Drug Product
Container Closure System.

The ampule has a tab at the top that is twisted to gain access to the produét.

Comment 3
Please indicate "single dose".

Response
Taro has revised the container label as requested.

Comment 4
What id the color of your cap?

Response
This product is contained in a twist-off top polypropylene ampule. There is no color cap to id

the product.
3. CARTON (20s x 5 mL)

Comment 1
Place the following in bold print and all caps "FOR DRUG DILUENT USE"

Response
Taro has revised the carton as requested.

Comment 2
Revise "ampoules” to read "ampules"

Response
Taro has revised the carton as requested.

- Comment 3 :
See comments under CONTAINER

Response
Taro notes the comments and has revised the carton as requested.

Comment 4
Include the pH range.

Response
Taro has revised the carton label as requested.

4. INSERT



Comment 1
Include the "Rx only" statement so that it follows the title and type of ampule.

Response
Taro has revised the insert as requested.

Comment 2
Please include a statement about your ampule composition.

Response .
Taro has revised the insert as requested.

Comment 3
CLINICAL PHARMACOLOGY - Combine the last two sentences so that they become the last
paragraph. '

Response
Taro has revised the insert as requested.

Comment 4
DOSAGE AND ADMINISTRATION - Add "Use aseptic technique for entry and withdrawal from
container”.

Response
Taro has revised the insert as requested.

Comment 5
HOW SUPPLIED - Describe your containers as single-dose containers. Change the spelling of
ampoules. _

Response
Taro has revised the insert as requested.

Taro is including a CD with the PDF files of the labels and labeling as well as a Word
document for the Package Imsert. In addition, and in accordance with 21 CFR
314.94(a)(8)(iv) we have also provided a side-by-side comparison of our proposed labeling
with our previously submitted package insert.

This completes our response to the deficiency letter of November 29, 2005. If there are any
questions regarding this amendment, or if additional information is required, please contact the
undersigned.

Sincerely,

. KalpanaRao ~ ¢
Group Vice President , Regulatory Affairs (Global)
Taro Pharmaceuticals U.S.A., Inc.



RECEIVED

MAR 0 6 2006 L
March 3, 2006 TAROQ
OGD / CDER Taro Pharmaceuticals U.S.A., Inc.

Attention: Thuyanh (Ann) Vu

OGD, CDER, FDA

Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855 - 2773 ORIG AMENDMENT
Re:  ANDA #77-407 A
Sodium Chloride Injection USP, 0.9%
MINOR AMENDMENT
Dear Ms. Vu:

Reference is made to our Abbreviated New Drug Application (ANDA) for Sodium Chloride
Injection USP, 0.9% submitted November 29, 2004, and to "Chemistry Comments" dated January
20, 2006 in which the following was requested:

The deficiency presented below represents a Minor deficiency:

Labeling deficiencies were communicated to you via facsimile on November 29, 2005. You should
address the issues in the. November 29, communication prior to or concurrent with your response
to this communication.

Response _ A
Taro submitted a Labeling Amendment, to address the November 29, 2005 deficiency letter,

on January 23, 2006. Taro, unintentionally, did not address the Chemistry Comments at
that time.

Please accept this letter as the Minor Amendment, in answer to the Agency's January 20,
2006 letter. '

This completes our response to the deficiency letter of January 20, 2006. If there are any
questions regarding this amendment, or if a dditional information is required, please c ontact the
undersigned. ' ' ‘

Sincerely,

C>I&D—_‘/oé

3/>
Kalpana Rao (US Agent) ' ,
Group Vice President , Regulatory Affairs (Global)

3 Skyline Drive, Hawthorne, NY 10532 Tel: 914-345-9001 1-888-TARO-USA Fax: 914-345-8728 www.taro.com



TARO
ORKi AMENDMENT Taro Pharmaceuticals US.A., Inc.

May 30, 2006

Office of Generic Drugs

CDER, FDA

Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville MD 20857

Attention: Office of International Program
Re: ANDA 77-407

Sodium Chloride Injection USP, 0.9%
MINOR AMENDMENT - RESPONSE TO MICROBIOLOGY
DEFICIENCIES

Dear Sir/Madam:

The attached document is being submitted as the field copy for the above reference amendment.

Taro Pharmaceuticals U.S.A., Inc hereby certifies that the field copy is a true copy of the technical

information provided in this amendment

Should you have any questions, please contact the undersigned at 914-345-9001, ext. 6298.

Sincerely,

0 /DA
Kalpana Rao (US Agent)
GVP, Regulatory Affairs (Global) S RECEIVED

MAY 3 1200
OGD / CDER

3 Skyline Drive, Hawthorne, NY 10532 Tel: 914-345-9001 1-888-TARO-USA Fax: 914-345-8728 www.tare.com



OGD APPROVAL ROUTING SUMMARY

ANDA # 77"407 Applicant_1ATO Phav”maceuﬁcaﬁé p:S- A ., Inc .
Drug 20diuM_Cihloride lryecﬁon UsP, Strength(s) O'qol/n i

7

SPROVAL TENTATIVE APPROVAL SUPPLEMENTAYL, APPROVAL (NEW STRENGTH) OTHER
_<VIEWER: ’ DRAFT Package
1. Martin Shimer : Date 46 QK«\ 06
Chief, Reg. Support Branch Initials
Contains GDEA certification: No Determ. of Imvolvement? veg!
(required if sub after 6/1/92) = Pediatric Exclusivity ysttt
RID = ¢ #
Patent/Exclusjvity Certification: No Date Checked ]
fTYycation- did app¥eeant Nothing Submitted

¢r/NDA holder Yes No E Written request issued
w/in 45 days:Yes No Study Submitted

ettlled: Yes No Date settled:
Is applicant elligilble.for 180 day

Yes N

g 1 CREN e
gzpments: oo M /%LUSS:(“E& S ﬂ’tél blg £ “tuld ‘AP

D
2, Project Manager, @OC”W) A‘Team 6 Date_ﬁH/l

- Date
Review Support Branch Y Initials_O"”I’7_/O(p Initials

Original Rec’'d date ”/(quoﬁ‘ f \/ EER Status Pending

Date Acceptable for Filing l“m]% Date of EER Status

Patent Certification (type)
Date Patent/Exclus.expires

(If YES, attach email from PM to CP co
First Generic Yes

Methods Val. Samples Pending Yes No
MV Commitment Red. from Firm Yes No

Acceptable Bio reviews tabbed No Modified-release dosage form: Yes No

Suitability Petition/Pediatric Waiver Interim Dissol. Specs in AP Ltr: Yes
Pediatric Waiver Request Accepted Rejected Pending
Previously reviewed  and tentatively approved Date N /A
Previously reviewed and CoMP def. /NA Minor issued Date ”/A’
Comments:

3. David Read (PP IVs Only) Pre-MMA Language included Date
OGP Regulatory Counsel, Post-MMA Language Included Initials

th ts:

. Div. Dir./Bepuey—Bdwr. Date %’/ﬂ‘
Chemistry Div. I ORI TI Initials__ /24 ¢
Comments:

‘7'/\e ETNL Seehom g .réh'cf-m/ag,.,



REVIEWER: - FINAL ACTION

5. Frank Holcombe First Generics Only Date
Assoc. Dir. For Chemistry Initials

W G Panmaceition) Gk &g PGQS’;WDQ '
Wk Disdeoggrdectns opprueon oS
o) 097, (¢ W‘ﬁ‘t’ mﬁum@)

Date
7. Peter Rickma

\%g)‘? Initials ’
ﬁi O
Director, DLPS f
Para.IV P ent Cerxt: Yes No ;Pe ding]Legal“
> HcC {’Qgﬁf oI

Robert L. West ‘\\\\\‘\\\ \\\\\\\\\\\ Dape tll
Deputy Director, OGD Infit;
Para.IV Patent Cert: Yes (::5); Pending Legal Action: Yes ¢

X Q006 /M) weQ)
oy " @mm%@

R ANDAS v&:@mwmxd&d
o ooy s @)“l \ Q«

Director, OGD Initials lkj
Comments : & '
First Generic Approval PD or Clinical for BE Special Scientific or Rig.Issue
iger, sen(GON) (o~
10. Pr Manager, Team Date -
)5£$ upport Branch Initials -

ate PETS checked for first generic drug (just prior to notification to firm)
Applicant notification:

1% Time notified of approval by phone fys Time approval letter faxed

FD otification:
Biyp~Date e-mail message sent to "CDER~OGDAPPROVALS"” distribution list.
«- Date Approval letter copied to \\CDS014\DRUGAPP\ directory.

File V:/division/dlps/approvroud.doc





