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BEECHAM PHARMACEUTI CALS
DIVISION OF BEECHAM INC.

65 INDUSTRIAL SOUTH « CLIFTON, NEW JERSEY 07012 « Phone (201) 778-3000

May 20, 1969

Mr. Robert C. Brandenburg
Director of Certification Services (CC-100) -
Food and Drug Administration C o
Department of Health, Education and Welfare
200 "C™ Street - 5. W.

Washington, D. C. 20204

Dear Mr. Brandenburg:

In accordance with regulations promulgated under Section 507 of the Federal
Food, Drug and Cosmetic Act, as amended, we hereby submit this application
with respect to~Totacillin (Amplclllln Trlhydrate) Oral Suspension.

We are transmitting herewith, in triplicate, Beecham Pharmaceutlcals’-Form 6
for the manufacture, packaging and cdntrol of Ampicillin Trihydrate Oral Sus-
pension. Totacillin Oral Suspension will be marketed in 125 mg./5 cc. and
250 mg./5 cc. dosage forms. The Suspensions will be packaged in 80 cc. and
150 cc. presentations. The Administration is hereby advised that information
pertaining to the manufacture, processing and control of the Bulk Ampiecillin-
Trihydrate may be found in Beecham Pharmaceuticals® Form 1675, approved by
the Administration on August 31, 1967. Both the Bulk Amplclllln Trihydrate
and the finished Oral Suspens1on ‘dosage forms will be manufactured by Beecham
Pharmaceuticals, at their facility in Piscataway, New Jersey. |63 ,ggﬁ’

¢

We hereby submit with this submission a request for a 12-month expiration date
on Totacillin Ampicillin Trihydrate Oral Suspen81on for which stability data
has been included.

This submission also contains blood and uring level data for Totacillin Ampi-
cillin Trihydrate Oral Suspension. The clinical studies, monitored by our
Medical Director, conclude that the formulations presented within this sub-
mission are comparable to available formulations presently certified by the
Food and Drug Administration.

We trust that the Administration will find this information in order and we
sincerely appreciate its consideration at your earliest convenience.

Vice-President, Productlon

1s
Enclosures 3




[{ In reply refer to 146s,118 & No., 60-666 wmay 23, 1969

Colin West, Ph.D.

¥ ce-President, Production

Beecham Pharmaceuticals

65 Industrial South

€lifton, New Jersey 07012 e

Dear Dr. Westu:
We acknowledge receipt of your Antibiotic Form 6 application

) . submitted May 20, 1969, to provide for the manufacture of
- TOTACILLIN (ampietllin tri t;y#rate) for Oral Suspension.

- A copy of the application has been forwarded to our Division
o of Anti-Infective Druge (Bureau of Medicine).for.an evalua-
N tion on the bloed and urine level data which have been presented.

i At your earliest converdence we would like to receéive 6 exhibit
. sumples from each of — bstches of each potency of the formula-
tions you propose to market, The samples will be evaluated in -
our laboratories, :

We have established’ a numerics}l identification system for our -
Form 6 files and bave assigned number 60-666 to the application.
A1l future correspondence pertaining to this Form 6 should refer
to this number aud to the Aatibiotie regulatfon ~ B146a.118 -
under which the drug ts eligible for certification.

Stncerely youys,

Jobn D. Harrison
0fftce of Certificstion
. Bervices

ces_€C-106°

€C-100 0/p
JDHarrisonst jk

L e : ‘
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trihydrate) Oral Suspension from each of

BEECHAM

DIVISION OF BEECHAM INC.

65 INDUSTRIAL SOUTH -

PHARMACEUTICALS

CLIFTON, NEW JERSEY 07012 - Phone (201} 778-9000

July 2, 1969

Mr. John D. Harrison

Office of Certification Services

Food and Drug Administration

Department of Health, Education and Welfare
200 "C"™ Street - S. W. (CC-100) >
Washington, D. C. 20204 T

Re: 146a.118 - No. 660-666 Totacillin Ampicillin Trihydrate

Oral Suspension

Dear Mr. Harrison:

In accordance with requests made in your letter of May 23, 1969, we are
transmitting herewith six (6) exhibit samples of Totacillin (ampicillin
batches of each po-
tency of the formulation we propose to market for the Administration's

analysis and evaluation.

¥

g

We have included a certificate of analysis for each of the control
numbers. The following samples are included:

e

4 ga‘g Product Potency
izﬂ ) otacillin {ampicillin trihydrate) 125 mg/5 cc

;Vwé%jﬂé? Totacillin {ampicillin trihydrate) 125z
R O Oral Suspension
| Totacillin (ampicillin trihydrate) 125
5/2$A3‘7LMP Oral Suspension
"é/Eotacillin (ampicillin “trihydrate) 250
A gj Oral Suspension
‘&iﬁﬁ Totacillin (ampicillin trihydrate) 250
*f “ / Oral Suspension
/' otacillin (ampicillin trihydrate) 250
/7’( %5‘7/@ Oral Suspension

Sy

Oral Suspension

mg/5
mg/5
mg/5
mg/5
mg/5

cec

Control No. of
No. ‘Samples

- 60 3 bottles
61 3 bottles
72 3 bottles
73 3 bottles
- 75 3 bottles’
76 3 bottles

We trust you will find the enclosed samples in order and we sincerely
appreciate your consideration of them, at your earliest convenience.

S?Ecerely, 7

2

Irwin A. Ruderfer

1s
Encs.

cc Dr. C. West

=
-

Regulatory Liaison Administrator :

)



@ o July 15, 1969 o

MEMOEANDUM OF A TELEPHONE CONVERSATION

Between: Mr. Irwin Ruderfer Beeéham Laboratories,
Clifton, New Jersey

and
Division of
William E., Dye, Ph.D. Anti-infective Drugs
OND/DAD _

- = -

Mr. Ruderfer called to inquire about the status of his firm's Form 6
| application for ampicillin trihydrate for oral suspension, OCS Document
; No, 18782, NDA 60-666 and IND 5536, I told him that I had reviewed the
' data with Dr. Alan Smith of this D1v151on, but that I wished to confer
further before giving him my comments,

I sa¥ Dr. Smith on the morning of the 16th and telephoned Mr, Ruderfer
that, while the protocols for blood levels in chlldren were generally
satlsfactory, the dosage employed (250 mg per ch;ld) was too high and
that the experiments should be repeated with that dosage in mllllgrams'
[ per kilogram of body weight which was recommended in the labeling, Co
Dr. Ruderfer did not comment on this, but said he would refer the matte
\ to Dr, Chris Demos of Beecham who would probably contact Dr. Smith

- . w0 /%NO&,M 8 1¢
. William E. Dye, PHYD.

CC ]
(0CS/¢éc- 100}0

. Dup. Form 6 (0CS/CC-100)

e OND/MD-100 Oes/ce~iso/bo
DAD/MD- 140 .
'\ . Med/MD-14

A\ WEDye /MD-140/mhl 7-1%-69
Typed: 7-18-69
R/D init, by AESmi

e




BEECHAM PHARMACEUTICALS
DIVISION OF BEECHAM INC.

65 INDUSTRIAL SOUTH + CLIFTON, NEW JERSEY 07012 - Phone (201} 778-9000

November 3, 1969

Mr. Robert C. Brandenburg
Director of Certification Services
Food and Drug Administration (CC-100) -

—_ - -

Department of Health, Education, & Welfare . .
200 "C" Street - S.W.
Washington, D.C. = 20204

Re: CFR 146a.118 No. 60-666 Totacillin ampicillin
trihydrate for Oral. Suspension

Dear Mr. Brandenburg:

We are transmitting herewith, in triplicat®, an amendment
to Beecham Pharmaceutidals' Form 6 (60-666) for Totacillin
ampicillin trihydrate for Oral Suspension in the 125 mg/5cc
and 250 mg/5cc dosage, forms, which was originally submitted

to the Administrationion—May 20, 1969.

This amendment consists of a revised master formulation for

the product, excluding - . . as one of its components
and increas#géng the ‘batch size. The increase in batch size re-
vision was necessitated by the installation of a
e in our manufacturing process area.

The e o e e ot A i e S PR ST A

“The

St e e P

Please note we have instituted a system éffformulation-using
the bulk potency of the active ingredient rather than an
assumed potency, as has been our previous practice.

We trust the Administration will find the enclosed information
in order and we sincerelyaappreciate its consideration at your
earliest convenience.

Irwin A. Ruderfexr ,
Regulatory Liaison Administrator
IAR:mS
cc: Dr. C. West



( ) PHARMACEUTICALS

I DIVISION OF BEECHAM INC.

BEECHAM

65 INDUSTRIAL SOUTH « CLIFTON, NEW JERSEY 07012 « Phone (201) 778-9000

November 24, 1969

Mr. Robert C. Brandenburg, Director
Office of Certification Services (CC 100)
Food and Drug Administration

200 "C" Street - S.W.

Washington, D.C. 20204°

Re: Form 60-666 Totacillin ampicillin trihydrate for
Oral Suspension (CFR 146a.118) -

Dear Mr. Brandenburg:

We are transmitting herewith, in triplicate, an
amendment to Beecham Pharmaceuticals' Form 60-666 for
Totacillin ampicillin trihydrate for Oral Suspension,
in the 125 mg/per 5cc and 250 mg/per 5cc dosage forms,
originally submitted to the AZdministration on May 20,1969.

This amendment consists of revised draft copy for
the package insert and final specimens of the printed
carton and label copy.

We trust that the Administration will find this
information in order and we sincerely appreciate its
consideration at your earliest convenience.

Sincerely,

Irwin A. Ruderf ,
Regulatory Liaison Administrator

IAR:ms
cc: Dr. C. West



Hairssor

BEECHAM PHARMACEUTICALS

DIVISION OF BEECHAM INC.

65 INDUSTRIAL SOUTH + CLIFTON, NEW JERSEY 07012 « Phone (201) 778-9000

December 23, 1969

Mr. Robert C. Brandenburg

Director of Certification Services (CC-100)
Food and Drug Administration

Department of Health, Education, & Welfare
200 "C" Street - S.W.

Washington, D.C. 20204

Re: Totacillin ampicillin trihydrate for Oral Suspen51on
(CFR 146a.118) Fb RM G— LO- 666

Dear Mr. Brandenburg:
¥
In confirmation of our discussion with Drs. Smith
and McQueen of the Bureauof Medicine today, we are trans-—
mitting herew1th, in triplicate, revised insert copy for

Totacillinh ampicillin trihydrate for Oral Suspension,
reflecting their suggestions.
00397

We trust that the Administration will find this
information in order and we sincerely appreciate its
consideration at your earliest convenience.

Sincerely,

A (i

Irwin A. Ruderfer
Regulatory Liaison Administrator

IAR:ms

cc: Dr. C. West



BEECHAM PHARMACEUTICALS
DIVISION OF BEECHAM INC.

65 INDUSTRIAL SOUTH « CLIFTON, NEW JERSEY 07012 « Phone (201) 778-9000

February 19, 1970

Mr. Robert C. Brandenburg
Director of Certification Services
Food and Drug Administration
Washington, D.C. 20204

Re: Form 60-666 Totacillin ampicillin trihydrate
for Oral Suspension (146a.118)

Dear Mr. Brandenburg:

We are transmitting herewith, in triplicate, an
amendment to Beecham Pharmaceuticals' Ferm 60-666
for Totacillin ampicillin trihydrate f£0r-Oral
Suspension . : ., in the 125 mg./5cc and
250 mg./5cc dosage forms.

1 3

This amendment consists of the clinical results
and their statistical and graphic analyses. The
clinical studies were monitored by our Medical
Departmeht. It°was coneluded that the Beecham --
Totacillin ~————— Oral Suspension form-
ulations, submitted to the Administration on
November 3, 1969, are comparable to available
formunlations presently certified by the Food and
Drug Administration.

We trust the Administration will find this data in
order and we sincerely appreciate its consideration
at your earliest convenience.

Sincerely,

Irwin A. Ruderfer
Regulatory Liaison
Administrator
TAR:ms
.cc: Dr. C. West
Dr. C. Demos
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BEECHAM F'Fil\lﬂIVIA\C:IEIJ'T'IC:I\[.ES ﬁ‘ -
¥ DIVISION OF BEECHAM INC. j/("’.« 76
65 INDUSTRIAL SOUTH - CLIFTON, NEW JERSEY 07012 + Phone {201) 778-9000
February 25, 1970
Mr. Robert C. Brandenburg s
Director of Certification Services
Food and Drug Administration (DHEW)
5600 Fishers Lane :
Rockville, Maryland 20852 .
. Re: Ampicillin Trihydrafé'for‘Oral'Suspensiong_¥»~ e

Form 60-666 CFR 146a.118 — -
Y

Dear Mr. Brandenburg: - epeagy

This is to authorize the Food and Drug Administration
to refer to Beecham Pharmaceuticals' Totacillin® ampicillin
trihydrate for Oral Suspension - .. - blood level
study data submitted to the Administration on February 19,
1970 in suypport of the future filing by Beecham of labeling
for Alpen™ - . ampicillin trihydrate for Oral
Suspension. Alpen Oral Suspension will.be manufactured,
packaged, controlled, and certified by Beecham Pharmaceuticals
and distributed by Lederle Laboratories, Division of American
Cyanamid Company.

We sincerely appreciate the Administration's consideration
of the above. ‘

Irwin A. Ruderfer /
Regulatory Liaison
Administrator

IAR:ms

cc: Dr. C, West
Mr. J.K. Rooney
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BEECHAM PHARMACEUTICA%%L@

DIVISION OF BEECHAM INC. - é)
— [

65 INDUSTRIAL SOUTH ¢ CLIFTON. NEW JERSEY 07012 » Phone (201) 778-9000

April 21, 1970 W

Dr. Alan E. Smith -
Director _ ) )
Division of Anti-infective Drugs
Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852

Dear Dr. Smith:

We are transmitting herewith, in triplicate, an
amendment to Beecham Pharmaceuticals' Form 60-666

for Totacillin ampicillin trihydrate for Oral

Suspension in the 125 mg/5 cc and 250 mg/5 cc dosage
forms. This labeling is a supplement to our submissions
for this drug made dn May 20, 1969 and on various dates
up to February 19, 1970.

- This labeling corresponds to the Administration’s
suggested revisions. We trust that this information
taken together with the manufacturing data and blood
level information previously submitted represents a
complete filing for this drug. (4956
v i O

We trust that the Administration will find this
information in order and we would be most grateful




april 29, 1970

Our referenses
. 60«§66 (146a 118)

@, Yagt, Ph.D,

Vige President, Producticn
Beechanm Pharmscenticals
Diviston of Bescham, Ine,
85 Industrial Svuth
Glifion, New Jersey 07012

Deny DY. Wests Y

Refamae {3 made fo your Form 6 ($60+666) dated Hay 20, 1969, and

s gupplendnted on Nevewber 3, 1969, Novewber 24, 1969, Beémbm:' 23,
1?6? Pebugary I3, 1970 snd wﬁz 21, 1970, for the mywaeim of
Totacillis {&mpiciﬁiﬁ Yeihydpare) fox Oral Suspena fon,

We have completed ter vevisv of this applicatien with progesed label.
jug {losert). However, befove the applicetion way be eppreved, it
will be necessary for you to eubmit twelve (12) coples of final prints
ed labeling.

ﬁ mﬂ:ﬁm i;af

# '

,',',:_*:izm gﬁsﬁm ;a m ssﬁét»y ﬁxhkﬁﬁ'@gttmas

Hitton Eisier

Division of Cevtifisation Services
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BEECHAM PHARMACEUTICALS

I DIVISION OF BEECHAM INC. p /

65 INDUSTHIAL SOUTH = CLIFTON, NEW JERASEY 07012 « Phone (201) 778-9000

April 30, 1970

Dr. Alan E. Smith - e e
Director -
Division of Anti-infective Drugs

Food and Drug Administration

5600 Fishers Lane

Rockville, Marxryland 20852

Deax Dr. Smith:

Subject: TOTACILLINR (Ampicillin Trihydrate) Oral
Suspension, 125 mg. and 250 mg.-

We enclose with this letter final printed insert for
TOTACILLINR (Ampicillin Trihydrate) 125 mg. and 250 mg.
Oral Suspension. This corresponds to the typed document
which I placed in your hands on Friday, April 24, 1970.

We hope that this completes all necessary documentation
required for final approval of this dosage form.

incerely,

C. West, Ph.D.
Vice President
Production
CW:rr

Enclosures (12)



CENTER FOR DRUG
EVALUATION AND
RESEARCH

Approval Package for:

APPLICATION NUMBER:

60-666 supplement

Trade Name: Alpen for Oral Suspension
125mg/5mL and 250mg/5mL

Generic Name: ampicillin trihydrate

Sponsor: Beecham Pharmaceuticals

‘Approval Date: July 14, 1970



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

60-666 supplement

CONTENTS

Reviews / Information Included in this ANDA Review.

Approval Letter(s) X
Tentative Approval Letter(s)

Final Printed Labeling X
CSO Labeling Review(s)

Medical Officer Review(s)
Chemistry Review(s)
Microbiology Review(s)
Bioequivalence Review(s)
Administrative Document(s)
Correspondence




CENTER FOR DRUG
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RESEARCH

APPLICATION NUMBER:

60-666 supplement

APPROVAL LETTER



BEECHAM PHARMACEUTICALS

DIVISION OF BEECHAM INC.

101 POSSUMTOWN ROAD e« PISCATAWAY., NEW JERSEY 08854 - Phone (201) 469-5200

June 29, 1970

Date Approved

Dr. John Harrison Account ¥ o
Food and Drug Administration » ) )
Department of Health, Education, Slgnec aé?éé%?%y?kﬁm
and Welfare For .S . w3 and Drugs
560 Fishers Lane _ Pep oagativo and
Rockville, Maryland 20852 . -
Re: 60-666

146a.118
Dear Mr. Harrison:

We are hereby transmitting in triplicate, final labeling for the Alpen
(Ampicillin Trihydrate) Oral Suspension, 125 mg./5 cc and 250 mg./5 cc.

This final labeling is: for product to be manufactured by Beecham Pharma-
ceuticals in accordance with our Form 6 submitted to the Administration

on November 3, 1969. This Lederle Alpen labeling is in strict accordance
with our ewn brand Totacillin Oral Suspension submitted to the Administration
on April. 30, 1970 and approved on May 7, 1970. f

Tt is our intention to mamufacture the Alpen Oral Suspension for Lederle
) Taboratories and ship the finished product to Lederle after Certification.

Enclosed herein are samples for the 80 cc trade package and the 5 cc sample
package.

.. We trust that everything herein contained is in order and we would appreciate
;) the Administration’s action as soon as possible. \ -

Yours sincerely,

Oy

CTV. Rockoff

CVR/cag

Enclosures

P T



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

60-666 supplement

FINAL PRINTED LABELING



14 days,
Date Reconstituted

parature discard unused portion after 7 days;

RE USING
eration discard unused portion after

under refrig

GHTLY CLOSED
WELL BEFO!

red at room tem

KEEP TI|
SHAKE
when stored
Control No.

When stors,
Exp, Date

Ampicillin Tribydrate

for

Oral ‘Suspension

equivalent to 4.0 Gm. Ampicillin

Cherry Flavored

When reconstituted each 5 ¢e will contain
Ampicillin

CAUTION: Federal fam prohibits
dispensir_\g without prescription

80 cc. (when reconstituted)

Directions for Mixing »

Prior to Dispensing:

Add 83 cc. of water 10 the-

bottle and shake vigorously,

Each § cc contains:

Ampicillin trihydrate

equivalent to 250 mg Ampicillin

USUAL DOSAGE:

Children;

50-100 mg./kg./day

in divided doses

every 6-8 hours,

Adults:

250-500 mg every 6 hours.

IMPORTANT:

Read accompanying literature

for indicalians, dosage

and precautions.

*® 872,459 of Mir.

Distributed by

LEDERLE LABORATORIES

DivisioN

Ameri C id C

Pearl River, N.. 10965
S

%3 Za




L st e ' P ik
ha:a Direct »
5= & irections for Mixing
g2 Prior to Dispensing:
252 i
cE g Add 53 cc. of water to the
252 bottie and shake vigorousiy.
St o Each 5 cc contains:
.§ ] . ege - Ampicillin ttriuh{gsra':‘eg o
o ;
Ampicillin Trihydrate  cumnss
SE Children: -
B3 '50-100 mg./kg./day
8% for . . in divided doses
g 2o every 6-8 hours.
2 g5 Oral Suspension =
» S5 R . 250-500 mg every 6 hours.
E a 5 H equivalent to 2.0 Gm. Ampicillin {MPORTANT:
) ag Read accompanying literature
. g £ é Cherry Flavoreg for indications, dosage
. db e When reconstituted each 5 cc will contain and precautions.
Po>mMm 9% . L +® 872,458 of Mir.
== 3 1 25 mg_ “Ampicitlin Distributed by i
T 33 : LEDERLE LABORATORIES
8z 88 CAUTION: Federal law prohibits DIVISION
Fuw 852 e dispensing without prescription > .
& § 283 8 ) American Cyanamid Company
aE § S5E a 80 CC.. (when reconstituted) Pearl River, N.Y. 10965
X 230 fin] o ]




ALPEN#*

AMPICILLIN TRIHYDRATE
FOR

"ORAL SUSPENSION
125 mg./5 cc.

and

250 mg./5 cc.

DESCRIPTION

ALPEN smpicillin trifydrate is derived
from the penicillin nucleus, 6-amino-
penicillanic acid (6-APA). Chemically
itisD () « -amino-benzylpenicillin.

ACTIONS

MICROBIOLOGY:

Ampicillin Trihydrate is similar to
benzyl penicillin in its bacterial action
against sensitive organisms during
the stage of active multiplication. It
acts through the inhibition of biosyn-
thesis of cell wall mucopeptide. Ampi-
ciflin Trihydrate differs in n vitro
spectrum from benzylpenicillin in the
Gram negative spectrum. It exerts
high m wiro activity against many
strains of: Hemophilus . influenzae, Ners-
seria gonorrhoeae, ~Neissérsa - meningitidss,
Neisseria catarrhalis, Escherichia colr, Pro-
feus mirabilis, Bacteroides funduliformis,
Selmonelfie, - Shigeliaa:

/n vifro studies have also demon-
strated the sensitivity of many
strains of the foliowing Gram positive
bacteria:" alpha- - and beta-hemolytic
streptocagci,  Djplococcus pneumboniae,
non-penicitlinase producing staphylo-
cocci,. Bacillus™ anthracis, and most
strains of; enterococci and clostridia.
Ampicillin® generally provides less n
vitro activity than peniciilin-G against
Gram 'positive bacteria. Because it
does not resist destruction by peni-
cillinase it is nor effective against
penicillinase prcducing bacteria, par-
ticularly resistant staphylococci. All
strains of Pseudomonas and most
strains, :of Klebsiella and Aerobacter
are resistant.

PHARMACOLOGY:

ALPEN ampicillin  tribydrate - is acid
stable and therefore well absorbed.
Food, however, retards absorption.
Blood serum levels of approximately
2 mcg./ml. are attained within 1.2
hours following a 250 mg. oral dose
given to fasting aduits. Detectable
amounts persist for about 6 hours.
Ampicillin Trihydrate diffuses readily
into all body tissues and fluids with
the exception of brain and spinal
fluid except when meninges are in-
flamed. Higher serum fevels are
obtained - following I.M. injection.

. Most’ of the ampicillin is excreted
unchanged in the urine and this ex-
cretion can- be delayed by concurrent
administration of probenecid. The
active form appears in the bile in
higher concentrations than found in
the serum. Ampicillin Trihydrate is
least serum bound of all the penicil-
lins, averaging about 20% compared
to approximately 60%-90% for other
penicillins.

INDICATIONS

ALPEN ampicillin tribydrate is indi-
cated in the treatment of infections
due to susceptible strains of the fol-
lowing:

Gram Negative Organisms - Shigellze,
Salmonellae (including S, #phosa), H. in-
fluenzae, E. “coli, P mirabilis, N. gonor-

rhoese and M. meningitidis.

A 54724 - D2

Gram  Positive Organisms - Strepto-
cocci, D. pneumonize, and non-penicil-
linase producing staphylococci.

Because of its wide spectrum and
bactericidal action, it may be useful
In instituting therapy; however, bac-
teriological studies to determine the
causative organisms and their sen-
sitivity to ampicillin should be per-
formed.

Indicated surgical
should be performed.

CONTRAINDICATIONS

The use of this drug is contraindi-
cated in individuals with a history of
an allergic reaction to any of the
penicillins.

WARNINGS

SERIOUS AND OCCASIONALLY
FATAL HYPERSENSITIVITY (ANAPHY-
LACTOID) REACTIONS HAVE BEEN
REPORTED IN PATIENTS ON PENI-
CILLIN THERAPY. ALTHOUGH . ANA-
PHYLAXIS IS MORE FREQUENT FOL-
LOWING PARENTERAL THERAPY IT
HAS OCCURRED MN PATIENTS ON
ORAL _PENICILLINS. THESE REAC-
TIONS ARE MORE APT TO OCCUR
IN INDIVIDUALS WITH A HISTORY
OF - PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REAC-
TIONS TO MULTIPLE ALLERGENS.
THERE HAVE BEEN REPORTS OF IN-
DIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY
WHO HAVE EXPERIENCED SEVERE
REACTIONS WHEN TREATED WITH
CEPHALOSPORINS, BEFORE THER-
APY WITH A PENICILLIN, ‘CAREFUL
INQUIRY SHOULD BE-*MADE .CON-
CERNING . PREVIOUS HYPERSEN-
SITIVITY RBACTIONS - TO PENICIL-
LINS, C&PHALOSPORINS, AND
OTHER ALLERGENS. IF AN ALLERGIC
REACTION OCCURS, THE DRUG
SHOULD BE - DISCONTINUED AND
THE PATIENT TREATED WITH THE
USUAL  AGENTS, eg, PRESSOR
AMINES, ANTIHISTAMINES, AND
CORTICOSTEROIDS.

USAGE IN PREGNANCY:

Safety for use in pregnéncy has
not been established.

PRECAUTIONS

As with any antibiotic preparation,
constant  observations for signs of
overgrowth of nonsusceptible organ-
isms, including fungi, is essential.

procedures

" Should superinfection occur (usually

involving Aerobacter, Pseudomonas,
or Candida), the drug should be dis.
continued and/or appropriate ther-
apy instituted.

As with any potent agent, it is ad-.
visable to check periodically for or-
gan system dysfunction during pro-
longed therapy: this includes. renal,
hepatic, and hematopoietic systems.
This is particularly important in pre-
matures, neonates and other infants.

ADVERSE REACTIONS

As with other penicillins, it may be
expected that untoward reactions will
be essentially limited to sensitivity
phenomena. They are more likely to
occur in individuals who have pre-
viously demonstrated hypersensi-
tivity to penicillins and in those with a
history of allergy, asthma, hay fever,
or urticaria.

The following adverse reactions
have been reported as associated
with the use of ampicilfin:

Gastrointestina, { ssitis, Stomatitis,
Black “hairy’ ‘tongue, nausea, vomit-
ing, diarrhea. ’ L

(These reactions are usually as-
sociated: ‘with: oral . dosage -forms):

*® 872,458 0f Mfr.




Hypersensh‘/t'//g/ reactions, skin rashes,
urticaria and erythema multiforme
have been reported frequently. A
few cases of exfoliative dermatitis
have been reported. Anaphylaxis is
the most serious reaction experi-
enced and has usually been associ-
ated with the parenteral dosage form.

NOTE:

Urticaria, other skin rashes, and
serum sickness-like reactions may
be controlled with antihistamines,
and if necessary, systemic corticost-
eroids. Whenever such reactions oc-
cur, ampicillin should be discontin-
ued, unless, in the opinion of the
physician, the condition being treated
is life threatening and amenable
only to ampicillin therapy. Serious
anaphylactic reactions require the
immediate use of epinephrine, oxy-
gen, and intravenous steroids.

L/IVER - A moderate rise in serum
glutamic oxaloacetic transaminase
(SGOT) has been noted, particularly
in infants, but the significance of
this finding is unknown.

HEMIC AND LYMPHATIC SYSTEMS—
Anemia, thrombocytopenia, throm-
bocytopenic  purpura, eosinophilia,
leucopenia, and agranulocytosis have
been reported during therapy with
the penicillins. These reactions are
usually reversible on discontinuation
of therapy and are believed to be
sensitivity reactions.

DOSAGE

Infections oF thé ear, nose, throal, and
lower respiratory tract due to strepto-
cocci, pneumococci, and non-peni-
cillinase producing . staphylococci;
and also those infections of the upper
and lower respiratory fract due fo H. in-
fluenzae.

Adults: 250 mg. every 6 hours.

Children: 50 mg‘i/kg./day in divided
doses every 6 or 8 hours. .

Infections of the .genitourinary tract
caused by sensitive .Gram negstive and
Gram positive bactersa. )

Adufts: 500 mg. every 6 ‘hours.
Larger doses may be required. for
severe infections. - :

Children: 100 mg./kg./day in divid-
ed doses every 6 hours.

Urethritis due to N. gonorrhoeae.

Adult Males: 500 mg. every 8 hours.

Cases of gonorrhea with a suspected
lesion of syphilis should have dark-field ex-
aminations before receiving ampicillin; “and
monthly serological fests for a minimum of
4 months. !

fedsric

LEDERLE LABORATORIES DIVISION

Infections of the gastrointestinal
tract.

Adults: 500 mg. every 6 hours.
Children; 100 mg./kg./day in divided

doses every 6 hours.

Larger doses may be required for
stubborn or severe infections. The
children's dosage is 'intended for
individuals whose weight will not
cause a dosage to be calculated
greater than that recommended for
adults. Children weighing more than
20 kg. should be dosed according to
the aduit recommendations.

It should be recognized that in the
treatment of chronic urinary tract
and intestinal infection, frequent
bacteriological and clinical appraisal
are necessary. Smaller doses than
those recommended above should
not be used. Even higher doses may
be needed at times. In stubborn in-
fections, therapy may be required
for several weeks. It may be necess-
ary to continue clinical and/or bac-
teriological . foliow-up~ fdr several
months after-cessation of therapy.

Treatment should be continued for

a minimum of 48 to 72 hours beyond

the time that the patient becomes
asymptomatic or evidence of bac-
terial eradication has been ob-
tained. it is recommended that there
be at least 10 days' treatment for
any infection caused by hemolytic
streptococci, to help prevent the
occurrence of acute rheumatic fever
or glomerulonephritis.

DIRECTIONS for MIXING ORAL
SUSPENSION

Prepare eitheL_strength suspension,
at time of dispensing as follows: Add.
53 cc. of water to the 80 cc. package.
Shake vigorously. This will provide 80
cc. of suspension. Each teaspoonful
(5 cc.) will contain 125 mg. or 250 mg.
ampiciilin. The reconstituted sus:
pension is stable for 7 days at room

" temperature and 14 days under re-

frigeration.

SUPPLY ' .

ALPEN ampicillin trihydrate for Oral
Suspension. Each 5 cc. of recon-
stituted suspension contains ampi-
cillin trihydrate equivalent to 125 meg.
or 250 mg. ampicillin.

125 mg./5 cc.
Product No. 3840-43
80 cc. bottle

250 mg./5 cc.
Product No. 3841-43
80 cc. bottle

=Am@an—€ydnamw Company, Pearl. River, N.Y. 10965

REV. 6/70
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. KEEP BOTTLES TIGHTLY CLOSED
When dispensing add sufficient water to fill one dose bottle to
neck allowing space for vigorous shaking to suspend the contents,
Discard contents after 7 days whan stored at room temperature or
B 14 days when refrigerated.
- SAMPLE - NOT TO BE SOLD 3840.028 1D1

. . ¥ SALA
I\
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Contro! No.
Exp. Date
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Approval Package for:

APPLICATION NUMBER:

60-666 supplement

Trade Name: Totacillin for Oral Suspension
125mg/5mL and 250mg/5SmL

Generic Name: ampicillin trihydrate
Sponsor: Beecham Pharmaceuticals

Approval Date: August 25, 1970
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BEECHAM PHARMACEUTICALS

DIVISION OF BEECHAM INC.

101 POSSUMTOWN ROAD + PISCATAWAY, NEW JERSEY 08854 - Phone (201) 463-5200

e m A ————

— ForTSe oi rood and Drug 8dministration)

. ad Ue o
 ~re aporoved g-RS 20 - M(ﬁﬂz&:‘;?/ .
sount No. ——— P, W e s ' /%o

. o -~
o B i T e ] o , -
‘ For the CoumiSswopsr of Huo¢ and Drugs ’

Food and vrug Administration S TG Re
Depaertwent of Health, Eaucation, and ®slfare - "

Mr. John Harrison

Food and Drug Administration (DHEW)
5600 Fishers Lane

Rockville, Maryland 20852

Ref :(#60-66651U46a.118

Dear Mr. Harrison: Y

-

We are hereby transmitting in triplicate to you cartons
and labels for a 5 cc sample of the Totacillin (ampicillin
trihydrate) oral suspension 125 mg./5 cc and 250 mg./5cc.

Please note that three bottles will be in each carton
and that the expiration date and control number will be
viewed through the hole in the carton.

We would appreciate the Administration's speedy action
upon this request for approval.

Sincerely,

C. V. Rockoff
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APPLICATION NUMBER:

60-666 supplement

Trade Name: Totacillin for Oral Suspension
125mg/5mL and 250mg/5mL

Generic Name: ampicillin trihydrate
Sponsor: Beecham Pharmaceuticals

Approval Date: October 14, 1970
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BEECHAM PHARMACEUTICALS
bIVISION OF BEECHAM INC.

65 INDUSTRIAL SOUTH « CLIFTON, NEW JERSEY 07012 « Phone (201} 778-9000

September- 30, 1970

< (=2
Deie Bpproved ee- /

Mgﬁ /,/f?m w"f/ i (For ube® 9f HOGO ang gy;},ﬁﬁmmééﬁwﬁwé
) éﬂ%ﬁﬂyé 20 e

Mr. John Harrison
Food and Drug Administration
Certification Services Branch

4 Uyt adeinastration

s 2 27 v

BEO DL B0 0 oo e rm o o e e e e 5 s o 30

W pooc ang DIuge

5600 Fishers Lane Department of Health, Buucation, and Welfsy

Rockville, Maryland 20852

Dear Mr. Harrison:

We are transmitting herewith, in triplicate, a
supplement t£o Beecham Pharmaceuticals' approved Form 6
(#60-666) for Totacillin (ampicillin trthydrate) for
Oral Suspension. ’

This supplement: provides for:

a) revised labeling: Package insert (Aug. 1970),
which is in compliance with your letter of July 10, 1970
pertaining to Hypersensitivity Reactions;

b) packaging change: the unit cartons for all dosages
will be eliminated, package inserts will be fastenéd to the
containers by a plastic strap.

We trust that the Administration will find this infor-
mation in order. Your early attention to the above would be
greatly appreciated. N

Sincerely yours,

qeoq‘eq Jadecory

George Vadnai
Regulatory Affairs Manager

GV:ms

oy
. M
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TOSD

S TOTACILLIN®
Ampicillinf Trihydrate
of

Oral Suspension
125 mg.cljs cc.

an
250 mg./5 cc.

Description i
TOTACILLIN (Ampicillin Trihydrate) is derived from the penicillin
nucleus, 6-aminopenicillanic acid (6-APA), isolated by Beecham.
Chemically it is D (-) e-aminobenzyl penicillin.

Actions
MICROBIOLOGY:
TOTACILLIN (Ampicillin Trihydrate) is similar to benzyl penicillin in
its bactericidal action against sensitive organisms during the stage of
active multiplication. It acts through the inhibition of biosynthesis of
cell wall mucopeptide. TOTACILLIN (Ampicillin Trihydrate) differs
in in vitro spectrum from benzyl penicillin in the Gram negative spec-
trum. It exerts high in vitro activity against many strains of Hemophilus
influenzae, Neisseria gonorrhoeae, Neisseria meningitidis, and Neisseria
catarrhalis, Escherichia coli, Proteus mirabilis, ‘Bdcteroides funduli-
formis, Salmonellae and Shigellae.
In vitro studies have also demonstrated the sensitivity of many strains
of the following Gram positive bacteria: alpha- and beta-hemolytic
streptococci, Diplococcus pneumoniae, non-penicillinase producing
staphylococci, Bacillus anthracis, and most strains of enterococci and
clostridia. Ampicillin generally provides less in vitro activity than
penicillin-G against Gram positive bacteria. Because it does not resist
destruction by penicillinase it is not effective against penicillinase pro-
ducing bacteria, particularly resistant staphylococci. All strains of
Pseudomonas and most strains of Klebsiella and Aerobacter are re-
sistant.

PHARMACOLOGY: .
TOTACILLIN (Ampicillin Trihydrate) is acid stabl® and. therefore well
absorbed. Food, however, retards absorption. Blood serum levels. of
approximately 2 mcg./ml. are attained within 1-2 hours. following a.
250 mg. oral dose given to fasting adults. Detectable amounts persist
* "about 6 hours. TOTACILLIN (Ampicillin Trihydrate) diffuses
..__Jly into all body tissues and fluids with the exception of brain and
spinal fluid except when meninges are inflamed. Higher serum levels.
are obtained following LM. injection. Most of the ampicillin is. ex-
creted unchanged in the urine and this excretion can be delayed by.
concurrent administration. of probenecid. The active form appears in
the bile in higher concentrations than found in the serum. TOTA-
CILLIN (Ampicillin Trihydrate) is least serum bound. of.all the. peni-.
ciltins, averaging about 20% compared to approximately 60%-90%
for other penicillins. .
Indications .
TOTACILLIN (Ampicillin Trihydrate) is indicated in .the treatment
of infections due to susceptible strains of the following: S
Gram Negative Organisms—Shigellae, Salmonellae (including S.
_ typhosa), H. influenzae, E. coli and P. mirabilis, N. gonorrhoeae,
“~and.-N._meningitidis. . ) . .
Gram Positive,,Organisms—Strepto_cocci, D. pneumoniae, and nion-

= =penicillinasé producing staphylococci. . . .
. Becanse of its wid€ spectrum and bactericidal action, it may be useful

in instituting therapy; however, bacteriological stiidies to determine the
causative organisms and their sensitivity to ampicillin should -be . per-
formed. S N S .
Indicated surgical procedures should be performed.

. Contraindications : . 2
The use of this drug is contraindicated in individuals with a history of
an allergic reaction to any of the penicillins. ) i .

' Warnings . o :

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY
(ANAPHYLACTOID) - REACTIONS HAVE BEEN REPORTED IN
PATIENTS ON PENICILLIN THERAPY. ‘ALTHOUGH @ ANA-
PHYLAXIS IS MORE FREQUENT FOLLOWING PARENTERAL
THERAPY IT HAS OCCURRED IN PATIENTS ON ORAL PENI- -
CILLINS. THESE REACTIONS ARE MORE -APT TO-OCCUR-
IN INDIVIDUALS -WITH A HISTORY OF .PENICILLIN HYPER-
SENSITIVITY AND/OR HYPERSENSITIVITY REACTIONS -TO-.
MULTIPLE ALLERGENS. - THERE HAVE BEEN REPORTS-OF.
INDIVIDUALS WITH A HISTORY OF PENICILLIN . HYPER-
SENSITIVITY WHO HAVE EXPERIENCED SEVERE -REACTIONS
WHEN TREATED WITH CEPHALOSPORINS. BEFORE THER- -
. ™. WITH A PENICILLIN; CAREFUL INQUIRY .SHOULD :BE-
)ﬁ*"i: .CONCERNING PREVIOUS HYPERSENSITIVITY RE--

ACTIONS TO PENICILLINS, CEPHALOSPORINS, AND OTHER

ALLERGENS. IF AN ALLERGIC REACTION OCCURS, THE - - -

DRUG: SHOULD BE DISCONTINUED AND: THE. PATIENT-
TREATED WITH THE USUAL AGENTS, e.g., PRESSOR. AMINES,
ANTIHISTAMINES, AND CORTICOSTEROIDS. .
USAGE IN: PREGNANCY: . : -
Safety for use in pregnancy has not been established. - .
: Precautions . -

As with any antibiotic preparation,-constant  observations for signs of
overgrowth of nonsusceptible organisms, including fungi, is essential.
Should superinfection occur -(usually involving Aerobacter,” Pseudo-

~ (continued on othem S8, e S




(continued from other side)

monas, or Candida), the drug should be discontinued and/or appro-
priate therapy instituted. - ' .

As with any potent agent, it is advisable to check periodically for organ
system dysfunction during prolonged therapy: this includes r .\,
hepatic, and hematopoietic systems. This is particularly imports : )
prematures, neonates and other infants. o

- . Adverse Reactions
As with other penicillins, it may be expected that untoward reactions
will be essentially limited to sensitivity phenomena. They are more
. likely to occur in individuals who have previously demonstrated hyper-
N sensitivity to penicillins and in those with a history of allergy, asthma,
. ' : . hay fever, or urticaria.
- . The following adverse reactions have been reported as associated with
the use of ampicillin: i
Gastrointestinal—Glossitis, Stomatitis, black “hairy” tongue,
nausea, vomiting, and diarrhea. (These reactions are usually associated
with oral dosage forms).
Hypersensitivity reactions—An erythematous maculopapular rash
has been reported fairly frequently. Urticaria and erythema multiforme o
have been reported occasionally. A few cases of exfoliative dermatitis .
have been reported. Anaphylaxis is the most serious reaction experi-
enced and has usually been associated with the parenteral dosage form.
Note: Urticaria, other skin rashes, and serum sickness-like reactions
may be controlled with antihistamines, and if necessary, systemic
) corticosteroids. Whenever such reactions occur, ampicillin should be s R
.- . discontinued, uniess, in the opinion of the physician, the condition ’ ) :
being treated is life threatening and amenable only to ampiciilin. ther-
apy. Serious anaphylactic reactions require the immediate use of
epinephrine, oxygen, and intravenous steroids. :
LIVER—
-A. moderate rise in serum glutamic oxaloacetic transaminase
(SGOT) has ‘been noted, particularly in infants, but the sig-
nificance of this finding is unknown.
HEMIC AND LYMPHATIC SYSTEMS—
Anemia, thrombocytopenia, thrombocytopenic purpura, eosin-
ophilia, leucopenia, and agranulocytosis have been reported
during therapy with the penicillins. These reactions ‘are
, usually reversable on discontinuation of therapy and are be-
. lieved to be sensitivity reactions.
) Dosage .
Infections of the ear, nose, throat, and lower respiratory tPhct due to
streptococci, pneumococci, and non-penicillinase producing staphylo-
cocci; and also those infections of the upper and lower respiratory

tract due to H. influenzae. _ TN
Adults: 250 mg. every 6 hours. PR
Children: 50 mg./kg./day in divided doses every 6 or 8 hou...”

Infections of the gehitourinary tract caused by sensitive Gram negative
and Gram positive bacteria.

U Adults: . 500 mg. every 6 hours. Larger doses may be re-
"“  quired for severe infections.’ i
Children: 100 mg./kg./day in divided doses every 6 hours.

Urethritis due to' N. gonorrhoeae. )

N Adult Males: 500 mg. every 8 hours. ' * - .
Cases of gonorrhea with a suspected lesion of syphilis should’ have
dark-field examinations before receiving ampicillin, and monthly sero-

logical tests for a minimum of 4 months.

Infections of the gastrointestinal tract.

. . Adults: 500 mg. every 6 hours. o ]

’ : : Children: 100 mg./kg./day in divided doses every 6 hours,

Tt Larger doses may be required for stubborn or severe infections. The
children’s dosage is ‘inténded for individuals whose weight will not -
cause a dosage to be calculated greater than that recommended for ™
adults. Children weighing more than 20 kg. should be dosed according
to the adult recommendations. ) S N
It should be recognized that™in the treatment of chronic urinary tract
and intestinal infections, frequent bacteriological and clinical appraisal
are_necessary. Smaller doses than those recommended above should
not be used. Even higher doses may- be needed at times. In stubborn
infections, thérapy may be required for- several weeks. It may be
necessary to continue clinical -and7or bacteriological follow-up for-
several months after cessation of therapy.
Treatment ‘should be-continued for.a minimum of 48 to 72 hours- be-
yond-the time -that the patient becomes asymptomatic or-evidence of
bacterial eradication: has been obtained. It is recommended that-there
] be at least 10 days’ treatment for any infection caused by.hemolytic
N . streptococci, to help prevent the occurrence of acute rheumatic fever
’ : or’ glomerulonephritis. e :

L Directions for Mixing Oral Suspension’ : )
Prepare suspension at timie -of dispensing as-follows: Add 53 -cc. of
water-to the 80 cc. package and 100 cc. of water'to the 150 cc. pack-
age.- Shake vigorously. This will provide 80 and 150 cc. of suspen-
sior, respectively.” Each teaspoonful (5 ‘cc.)'will contain 125 mg. or
250 mg. TOTACILLIN (Ampicillin' Trihydrate). The reconstituged.
suspension ‘is stable for 7 days at room-temperature-and 14 days y "

b

refrigeration.’ ) ; . et
o Supply o )
TOTACILLIN (Ampicillin Trihydrate) for Oral Suspension. Each 5 cc.
of reconstituted suspension contains-ampicillin triliydrate equivalent to:
125:mg: ‘or 250. mg. ampicillin." o E

125 mg./S cc. : C 250'mg./5 cc.
List No. 9312........ 80 cc. bottle List No..9325........ 80 cc. bottle
List No. 9412........ 150 cc. bottle . List No..9425........ 150 cc. bottle
N BEECHAM : PHARMACEUTICALS
.Division of Beecham Inc;
s . Clifton, New Jersey 07012 .

IR e AUG. 1970 . i e - - N
s e s 6032 N s . i
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Div. of Anti-Infective Drug Productk$isnec ‘2¢;/£z£ﬂa1211!
Certifiable Drugs Review Unit (BD-185) For tre . oww P
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o, &nd ®alfars

Re: 460-666)(146a.118) Supplement
S

Gentlemen:

Pursuant to Sections 140.14 and 130.9 of the Regulations, we
hereby submit, in triplicate, a supplement to Beecham-Massengill
Pharmaceuticals' approved Form 6 Application, covering Totacillin®
(Ampicillin trihydrate) for Oral Suspension.

This supplement provides for new labeling, reflecting the
change in the company name (re: Letter of June 30, 1971) and the
new product codes. The new labeling will be in use on or about
February 15, 1972.

Sincerely yours,

BEECHAM~-MASSENGILL PHARMACEUTICALS

gCOVQ/ W,dw\w,

George Vadnai
Manager, Governmental Af

GSV:dmm

Enclosures



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

60-666 supplement

FINAL PRINTED LABELING



S1e9 V'S uiepey

NDC 29 6630 22

. 'sinoy g Alaas "Bw pOG-0GZ ¢ m::u{
m__._oz 8-g Aana mmmon umn_..:n ul >mu\ By/6w 0o L-0G : :,EEEU
lmmmm%_u _m:mD

:_.__:._ooammm«t 209 m cumm >_m:o_om A mxmcm n:m 1818 40 0 oopﬁ_u

Ryd

' ,_

I, ;
=2 e S
- - LY
T .2 E2E S
-_— @ 2B .28 LN
£ = oa g% . &3
(oY =l QQ € g m - : amM
= =2 Sg §° o =38
e %] el N .~ Vog
WS 5§ ¢ & - &5
= @£ 26 ¢ g =i
=g 5 g § o T
OF & = B g
E et T oMz
. f—t S q 3

Yenduasaid «:05_5 Butsuadsip sugiyoid mey 1e12pad i NOILNYD

o ' . .m_._o;:muw._n pue
mmmmou m:o:mu__u 1 1oy, m_Em_m:_ BujAuedwoooe peay _._.2<._.IOm_>:
uonerojed m:o_mv._mw._r
g "dx3

"ON [04JuoD)

m>mﬂ 1 Jaye-uoniod pasnun pieasip uonereBjija) ,_wu::‘ PeI0IS uBYM
"8Aep / 121je*uoiod pasnUN Piedsip sinjesadual Wool Je Palols usym
ONISN 340438 T1IM INVYHS * AISOTD ATLHOIL d33N

z4ES - "vSn ulspen

: 'sinoy g Aleae B 009-067 : SINPY
,m.:oc m ] >E>m m»mou vuv;_u ul Aep/By/Bui 001-09 : uaIpliyg
‘—6Besop |ansn

w gsz o‘q ucm_mw_zue olRIpAYLL 1dwe suietuos
30 g Yoeg “Aj )eys pue Ie1em o "33 £g ppY
TR Bupaw 10y suoyoelq

Nigwapes1 passisiBoy @ 6

" NITNOVLIOL
@
@
Nm s < ~ 5
-] 5 2 ‘2% 55 . ° 8,
2 -l = 2 ta £9 & £ & ﬁum
S ™= 2 sf 23 E 3 o gk
(L) S < g% 2 §
2 E »n Zg. S4B £ o gif
Cwers = SE 24 B < g%
8§ =3 E 8% 5o~ T ¢ i
B (=] : i
* oF 9 v 5% g %3
- . g
_5 ¢ s q i

1qiyoid ey J013pad t NOILNYD

‘suoitneaesd pug
Peay LLNVLHOdINI

*" uopesojisd Buoje jesy,

‘eleg dxg

) ~“ON-[ORUED
©shep b1 doye uojuod pasnun preasip co__m_mm_:o_ Japu. N8 ueym
£5Aep-£ Jaye _._o_r_on Ppasnun pueasip-mieraduwe) Loos 1e°ParojT-ilaym

ONISN 340438 ._._m>> wv_ﬂzw d3ISOTI A1LHDIL d33N

dwe ‘Bw g5z 0} Eo_m>_:cm EEPE_: E:_u_uEw w:_mEOo .

60€9 VSN Ul epey

sinoy g Alens™Buw opm.a,m.mﬁ.._:p<
m_:oc m w .:m>m $8S0p _umn;_v c_ >mv\ 63 /Buw 010G ¢ :EEEU .
Imdmmo

oo,
%mm >_m=o~om_> axeys pue B.Es u_o 29 oq?%

:E:oenmm _15
Bumyy & m_._o:uo:Q

. jrewepes] peieysiBoy e ._._.__o<._.o N

:Nge r

(L)
- =~
® N - : -~ =
oy, . = £ ug . ﬂe 2.
8 L.W: i = 'S¢ y 5 A
0 eedes 2 22 23 a9 -
- L = = Q =] v z
o~ — - = = — 0nge
© S @ EE B= = = gEE
© - 2 [ £3 i 58. .
() 2< 353 8 1 NgE.
o = @\ © . o~ 8 o~ Yoy -
I - 3 2E 24d £ ;o Bi:
o L= 3 55 S g £3,
. T.m — 59 g < 5 ,.,am.m,
Q L2 © Wn ._nuu ey Mpe
.z o= 5 25 g g3
E © o g - &
ped
TA 5 ®. 3

K3

‘uondiraseid ynoyim. Buil

w>mv.§ 1aype uotliod pasnun v._mom_u uat ma
‘sAep / Jeye uonlod pesnun pieo: { _quum uaym
ONISN IHO439 113M INVHS * a3 019 >._._.:0:. CEEM]

NDC 29 6625 21
‘Ampicillin Trihydrate

TOTACILLIN®




——1

uniiordwy

01 1ajeAInba-asop-yoey

uotsugdsng [eig o
ajedpAyu | wypiduy

-NITHJV10L
aiie)

10 5299 62 JAN R

+

NDC 29 6625 01
TOTACILLIN®
Ampicillin Trihydrate
for Oral Suspension

uoisuadsng jeig o
ajeaphyuy wypadury

oNITIIQVIO0L
Fane]

10 0£99 6 OGN

NDC 29 6630 01 I _
[BMP] o oI
TOTACILLIN® ¥
Ampicillin Trihydrate
for Oral Suspension

riN




NDC 29 6625 01
®
TOTACILLIN
Ampicillin Trihydrate

for Oral Suspensien

NDC 2;3.6630 01

{BMP] .
TOTACILLIN
Ampicillin Trihydrate

for Oral Suspension



B 'stapnion

-0Id Pl 2605DE Suolteajpu) .
10)° SiPessyy” BuiAuedias -
“9e peay :INVIHOJWI

190es0p jengn
. Csrdwe 8w 5z o1
1ueieAinba - erespAdms Uy
sidwe su)uoy uoisuadsns
Buinsas au . *AISno106in
SiEus pue diem (23, g°E),
injuoodses) g
Bl 0y 5,
3500 HLUVLS NYIDISAHY

‘uojidjraseid 1o
i Bususdsip suquoid’

Trihydrate

i tor Oral Suspension

Ampi

tS

. - . Kdep vighly closed
_ . Shake.weil bafore using

S
Canurol No., -

Exp, Dbfa

SBIE9 V'S N Ul opey
-suonnea

~aud pue 0Besop "suoNB2IPUL
1) amesi BuAuerdiuod
“au poay {INVIHOJWI
*s1noY g Aiaas ‘Bl
00S-05Z 1SUNPY 'SINAY §-9
huana sasop papIAP U} Aep
B/ "B QOL-0S :UAIRIUD
:oBus0p [ENSA

“ugaidwe *Bur o5z o1 .

ajeanba aRIpAYLY U
“dwe SuIRIUC UBISUBASNS
Bunjnsas aqy “Alsnosabia

ayeys pue Jatem (92 £'5) .
|njucodseal £/7 PRV

Bupnw 4o suonoaig

\ 3500 HILYVLS NVIDISAHd ‘
“uondyaséid 1o
-ynm Buisvedsip sHquoId
me| |eiepag NOILNYD

irwapes) parpsidoy € 51 HITIOVLOL

=
9 2 38 .
_=F e 2y .
25 % 52
3£ 8 2wl
S=T 8 fFsosil
Sym= o EETASE
a4 T28878
iging

Nef=m 38 % m“
gEg & T
EOES i

E° g 3
& K[y .
Keap tightly closed

- Shake well befare using

Contral No.

Exp, Date



.
N

|
N

TOS-E

Beecham-Massengill

TOTACILLIN®

- AMPICILLIN TRIHYDRATE
for ,
ORAL SUSPENSION®
125 mg./5 cc.
and
250 mg./5 cc.

Description
TOTACILLIN (Ampicillin Trihydrate) is derived from the penicillin nucleus,
6-aminopenicillanic acid (6-APA), isolated by Beecham. Chemically it is
D (-) a-aminobenzy! peniciliin.

Actions

MICROBIOLOGY:
TOTACILLIN (Ampicillin Trihydrate) is similar to benzyl penicillin in its bac-
tericidal action against sensitive organisms during the stage of active multi-
plication. It acts through the inhibition of biosynthesis of cell wall mucopep-
tide. TOTACILLIN (Ampicillin Trihydrate) differs in /n vitro spectrum from
benzyl penicillin in the Gram-negative spectrum. It exerts high in vitro activity
against many strains of Hemophilus influenzae.  Neisseria gonorrhoeae,
Neisseria meningitidis, and Neisseria catarrhats, ‘Escherichia coli. Proteus
mirabilis. Bacteroides funduliformis, Salmonellae and Shigeliae.
In vitro studies have also demonstrated the sensitivy of many strains of the
following Gram-positive bacteria: alpha- and beta-hemolytic streptococci,
Diplococeus pneumoniae, non-penicillinase producing staphylococci, Ba-
cillus anthracis, and most strains of enterococci and clostridia. Ampicillin
generally provides less /in vitro activity than penicillin-G against Gram-
positive bacteria. Because it does not resist destruction by penicillinase, it is
not effective against penicillinase producing bacteria, particularly resistant
staphylococci. All strains of Pseudomonas and most strains of Klebsiella and
Aerobacter are resistant.
PHARMACOLOGY:
TOTACILLIN (Ampicillin Trihydrate) is acid stable and therefore well ab-
sorbed. Food. however, retards absorption. Blood s&um levels of approxi-
mately 2 mcg./ml. are attained within 1-2 hours foilowing a 250 mg. oral
dose given to fasting adults. Detectable amounts persist for about 6 hours.
TOTACILLIN (Ampicillin Trihydrate) diffuses readily into all body tissues
and fluids with the exception of brain and spinal fluid except when meninges
are inflamed. Higher serum levels are obtained following |.M. injection. Most
of the ampigillin is excreted unchanged in the urine and this excretion can be
delayed by concurrent administration of probenecid. The active form appears
in the bile in higher concentrations than found in the serum. TOTACILLIN
(Ampicillin Trihydrate) is least serum bound of all the penicillins, averaging
about 20% compared to approximately 60%-90% for other penicillins.

R - Indications

TOTACILLIN (Ampicillin Trihydrate) is indicated in the treatment of infec-
tions due to susceptible strains of the following:

Gram-Negative Organisms—Shigellae, Salmonellse (including S. ty-
phosa). H. influenzae, E. coli and P. mirabilis, N. gonorrhoeae, and N.
meningitidis.

Gram-Positive Organisms—Streptococci, D. pneumoniae, and non-
penicillinase producing staphylococci.

Because of its wide spectrum and bactericidal action, it may be useful in
instituting therapy: however, bacteriological studies to determine the causa-
tive organisms and their sensitivity to ampicillin should be performed.
Indicated surgical procedures should be performed.

’ Contraindications . .
The use of this drug is contraindicated in individuals with a history of an
allergic reaction to any of the penicillins.

Warnings

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHY-
LACTOID) REACTIONS HAVE BEEN REPORTED IN PATIENTS ON PENI-
CILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE FREQUENT
FOLLOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS
ON ORAL PENICILLINS. THESE REACTIONS ARE MORE APT TO OQCCUR
IN INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE ALLERGENS.
THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY WHO. HAVE EXPERIENCED SEVERE
REACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE THER-
APY WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CON-
CERNING PREVIOUS HYPERSENSITIVITY REACTIONS TO PENICILLINS,
CEPHALOSPORINS, AND OTHER ALLERGENS. IF AN ALLERGIC REAC-
TION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND THE
PATIENT TREATED WITH THE USUAL AGENTS, e.g.. PRESSOR AMINES,
ANTIHISTAMINES. AND CORTICOSTEROIDS.

USAGE IN PREGNANCY:
Safety for use in pregnancy has not been established.
Precautions

As with any antibiotic preparation. constant observations for signs of over-
growth of nonsusceptible organisms, including fungi, are essential. Should
superinfection occur (usually involving Aerobacter. Pseudomonas. or Can-
dida), the drug should be discontinued and/orappropriate therapy instituted.
As with any potent agent, it is advisable to check periodically for organ sys-
tem dysfunction during prolonged therapy:; this includes renal, hepatic, and
hematopoietic systems. This is particularly important in prematures, neonates

and other infants. . .
{continued on other side)




TOTACILLIN®
AMPICILLIN TRIHYDRATE
for

_ ORAL SUSPENSION

{continued from other side)  ° o =

Adverse Reactions
As with other penicillins, it may be expected that untoward reactions will be
) R » essentially limited to sensitivity phenomena. They are more likely to ‘occur
N - s - i in individuals who have previously demonstrated hypersensitivity to peni-
E . E cillins and in those with a history of allergy. asthma, hay fever, or urticaria.
The following adverse reactions have been reported as associated with the
use of ampicillin: B
Gastrointestinal—Glossitis. Stomatitis, black “hairy” tongue, nausea.
vomiting. and diarrhea. (These reactions are usually associated with oral
dosage forms).
Hypersensitivity reactions—An erythematous maculopapular rash has .
been reported fairly frequently. Urticaria and erythema multiforme have been s
reported occasionally. A few cases of exfoliative dermatitis have been re-
ported. Anaphylaxis is the most serious reaction experienced and has usually
been associated with the parenteral dosage form.
. : Note- Urticaria, other skin rashes. and serum sickness-like reactions may be
et e controlled with antihistamines, and if necessary. systemic corticosteroids. : : .
R e : Whenever such reactions occur. ampicillin should be discontinued. unless. R -
in the opinion of the physician. the condition being treated is life-threatenng s -7
and amenable only to ampicillin therapy. Serious anaphylactic reactions re-
quire the immediate use of epinephrine. oxygen, and intravenous steroids.
LIVER—
A moderate rise in serum gl!utamic oxaloacetic transaminase (SGOT)
has been noted, particuiarly in infants, but the significance of this C - .
finding is unknown. :
HEMIC AND LYMPHATIC SYSTEMS—
Anemia, thrombocytopenia, thrombocytopenic purpura, eosinophilia,
Jeukopenia, and agranulocytosis have been reported during therapy
with the penicillins. These reactions are usually reversible on-dis-
continuation of therapy and are believed to be sensitivity reactions.
Dosage
Infections of the ear. nose, throat, and lower respiratory tract due to strepto-
cocci, pneumococci, and non-penicillinase producing staphyldsocci. and
also those infections of the upper and lower respiratory tragt due to H.
influenzae. :
Adults: 250 mg. every 6 hours.
i Children: 50 mg./kg./day in divided doses every 6 or 8 hours.
i Infections of the genitourinary tract caused by sensitive Gram-negative and
| Gram-positive bacteria.t
1 Adults: 500 mg. every 6 hours. Larger does may be required for
severe infections. o
! Children: 100 mg./kg./day in divided doses every 6 hours.
i Urethritis due to N. gonorrhoeae.
Aduft Males: 500 mg. every 8 hours.
i Cases of gonorrhea with a suspected lesion of syphilis should have dark-
: field examinations before receiving ampicillin, and monthly serological tests
i for a minimum of 4 months.
i Infections of the gastrointestinal tract.
i
|
\

Adults: 500 mg. every 6 hours. :
Children: 100 mg./kg./day in divided doses every 6 hours.
Larger doses may be required for stubborn or severe infections. The children’s )
i dosage is intended for individuals whose weight will not cause a dosage to .
i be calculated greater than that recommended for adults. Children weighing
i more than 20 kg. should be dosed according to the adult recommendations.
It should be recognized that in the treatment of chronic urinary tract and
S intestinal infections, frequent bacteriological and clinical appraisal are neces-
: sary. Smaller doses than those recommended above should not be used. Even
higher doses may bé needed at times. In stubborn infections, therapy may be
required for several weeks. It may be necessary to continue clinical and/or
bacteriologicai follow-up. for several months after cessation of therapy. .
Treatment should be continued for a minimum of 48 to 72 hours beyond the
time that the patient becomes asymptomatic or evidence of bacterial eradi-
cation has been obtained. It is recommended that there be at least 10 days’
treatrent for-any infection caused by hemolytic streptococci, to help prevent
the occurrence of acute rheumatic fever or glomerulonephrits.

) Directions for-Mixing Oral Suspension :
B Prepare suspension at time of dispensing as follows: Add 53 cc. of water t
oW the 80 cc. package and 100 cc. of water to the 150 cc. package. Shake vigor- L o .

Cie ously. This wilt provide 80 and 150 cc. of suspension, respectively. Each : C T
teaspoonful (5 cc.) will contain 125 mg. or 250 mg. TOTACILLIN (Ampicillin ‘ : .
Trihydrate). The reconstituted suspension is stable for 7 days at room temper-
ature and 14 days under refrigeration.

e E : How Supplied
- : _ TOTACILLIN (Ampicillin Trihydrate) for Oral Suspension. Each 5 cc. of re-

’ - constituted suspension contains ampicillin trihydrate equivalent to 125 mg.

S o . or 250 mg. ampicillin.
- A 125 mg./5 cc. 250 mg./5 cc.
I : ) ' List No. 6625-21.... 80 cc. bottle _List No. 6630-21. ... 80 cc. bottle

List No. 6625-22....150 cc. bottle  List.No. 6630-22. ...150 cc. bottle

Beecham-Massengill .
PHARMACEUTICALS
DIV. OF BEECHAM INC. BRISTOL. TENN. 37620
Revised November 1971 Printed in U.S.A.
6303
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DIV. OF BEECHAM INC. CLIFTON, NEW JERSEY

65 INDUSTRIAL SOUTH
CLIFTON, NEW JERSEY 07012

A
b "

Food and Drug Admlnlstratlon

March 9, 1972

Date approved
qecoum No.

CABLE ADDRESS ““BEECHPROD"
TELEX 133471
201--778-9000
6165—-764-5141

NEW JERSEY

P
HONES TENNESSEE

T {For use of Food aengfyg Administration}

signed -
Bureau of Drugs For the Dy iaéswnm:' of Mooc &nd drdbs
Div. of Anti-Infective Drug Pfoducts ‘00 andfkugﬁﬂmhn@tmﬂden

Certifiable Drugs Review Unit
5600 Fishers Lane

bERartded:

f_Health, Education, snd Welfare

Rockville, Maryland 20852

Re:

Gentlemen:

#60-666/(146a.118) Supplement
\——__/

Pursuant to Sections 140.14 and 130.9 of the Regula-

tions, we hereby submit,

" Application covering Totacillin
for Oral Suspension, 125mg./5cc

in triplicate, a supplement to
Beecham—Massenglll Pharmaceuticals'

approved Form 6
(Ampicillin trihydrate)
. and 250mg./5cc.

This supplement prévides for additional package

sizes, 100cc. and 200cc.

bottles;

included are manufac-

turing directions, packaglng standards, labels and the

ihsert.
the current 80cc.
phased out.

and 150cc.

The new package sizes will be instituted when
labeling inventories are

Sincerely yours,

BEECHAM-MASSENGILL PHARMACEUTICALS

7
GSV:dmm L
Enclosureks Mﬁﬁ}.@xg? ?

) i

% %

k'-\ "?if"' a7

~> A5 OF
*‘vh"—‘ EEa i

'iﬂyanager, Governmental Affair

Gearp Undeony’

George Vadnai

EV\Q
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Beecbam’-M&ssengi]]

TOTACILLIN®

— - AMPICILLIN TRIHY-DRATE
for
ORAL SUSPENSION
125 mg./5 cc.
and
250 mg./5 cc.
Descr/pt/on
TOTACILLIN (Amprcrllrn Trinydrate) is derived from the penicillin nucleus
6-aminopenicillanic acid (6-APA). isolated by Beecham. Chemically it is
D (-) a-aminobenzy! penicillin.
Actions
MICROBIOLOGY:
TOTACILLIN (Ampicillin Trihydrate) is similar to benzyl peniciltin in its bac-
tericidal action against sensitive organisms during the stage of active multi-
plication. It acts through the inhibition of biosynthesis of cell wall mucopep-
tide. TOTACILLIN (Ampicillin Trihydrate) differs in in vitro spectrum from
benzyl penicillin in the Gram-negative spectrum. It exerts high in vitro activity
against .many- strains of Hemophilus influenzae, Neisseria-gomorrhoeae,
Neisseria meningitidis, and Neisseria catarrhalis. Escherichia coli, .Proteus
mirabilis, Bacteroides funduliformis, Salmonellae and Shigellae.
In vitro studies have also demonstrated the sensitivy of many strains of the
following Gram-positive bacteria: alpha- and beta-hemolytic streptococci,
Diplococcus pneumoniae, non-penicillinase producing staphylococci, Ba-
ciflus anthracis, and most strains of enterococci and clostridia. Ampicillin
generally provides less in vitro activity than penicillin-G against Gram-
positive bacteria. Because it does not resist destruction by penicillinase, it is
not effective against penlcrlllnase producing bacteria, particularly resistan:
staphylococci. All strains of Pseudomonas and most strains.of Klebsiella and
Aerobacter are resistant.
PHARMACOLOGY:
TOTACILLIN (Ampicillin Trihydrate) is acid stable and therefore well ab-
sorbed.. Food. however, retards absorption. Blood serum fevels of approxi-
mately 2 mcg./ml. are attained within 1-2 hours following a 250 mg. oral
dose given to fasting adults. Detectable amounts persist for about 6 hours.
TOTACILLIN (Ampicillin Trihydrate) diffuses readily into all body tissues
and fluids with the exception of brain and spinal fluid except when meninges
are inflamed. Hrgher serum levels are obtained following .M. injection. Most
of the ampicillin s gxcreted unchanged in the urine and this excretion can be
delayed by concurrent administration of probenecid. The active form appears
in the bile in.higher. concentrations than found in the serum. TOTACILLIN
(Ampicillin Trihydrate) is least serum bound of all the penicillins, averaging
about 20% compared to approximately 60%-90% for other penicillins.
Indications
TOTACIL‘LIN (Amprcrllrn Trrhydrate) is indicated in the treatment of infec-
tions due 1o susceptible strains of the following: -

Gram-Negative Organisms—Shigellae, Salmonellae (inciuding S -
phosa), H. influenzae, E. coli and P. mirabilis, N. gonorrhoeae, and N.
meningitidis.

Gram-Positive Organisms—Streptococci, D. pneumon/ae and non-
penicillinase producing staphylococci.

Because of its wide spéctrum and bactericidal action, it may be .useful in
instituting therapy: however, bacteriotogical studies to determine the causa-
tive organisms and their sensitivity to ampicillin should be performed.
lndlcated surgrcal procedures should be performed.

* : Contraindications -
The use ‘of this- drug is contraindicated in individuals W|th”a history of an
allerglc reactron to any of the penicillins.

Warnings

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHY-
LACTOID) REACTIONS HAVE BEEN REPORTED IN PATIENTS ON PENI-
CILLIN  THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE"FREQUENT
FOLLOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS
ON ORAL PENICILLINS. THESE REACTIONS ARE MORE‘APT TO OCCUR
IN INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE ALLERGENS.
THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY WHO HAVE EXPERIENCED SEVERE
REACTIONS WHEN TREATED WITH CEPHALOSPQRINS. BEFORE THER-
APY WITH A PENICILLIN, CAREFUL INQUIRY SHOULD'BE MADE CON-
CERNING PREVIOUS HYPERSENSITIVITY REACTIONS TO PENICILLINS,
CEPHALOSPORINS, AND OTHER ALLERGENS. IF AN ALLERGIC REAC-
TION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND THE
PATIENT TREATED WITH THE USUAL AGENTS, e.g.. PRESSOR AMINES,
ANTIH|STAMINES AND CORTICOSTEROIDS.

USAGE IN PREGNANCY:
Safety for use in pregnancy has not been estabhshed

Precautions
As with any. antrblotlc preparatron constant observations for signs of over-
growth of nonsusceptible organisms, including fungi. are essential. Should
superinfection occur (usually-invelving Aerobacter, Pseudomonas, or Can-
dida), the drug should be discontinued and/ar appropriate therapy rnstrtpted
As with any potent agent, it is advisable to chéck periodically for organ sys-
tem dysfuniction during prolonged therapy; this includes renal, hepatic, and
hematopoietic systems. This is particularly important in prematures neonates-
and other infants. I

(continued on other side)




TOTACILLIN®

'AMPICILLIN TRIHYDRATE
for
ORAL SUSPENSION

{continued from other side)

Adverse Reactions
Acs with other penicillins, it may be expected that untoward reactions will be
essentially limited to sensitivity phenomena. They are more likely to occur
in individuals who have previously demonstrated hypersensitivity to peni-
cillins and in those with a history of allergy. asthma. hay fever, or urticaria.
The following adverse reactions have been reported as associated with the
use of. ampicillin:

Gastrointestinal—Glossitis, Stomatitis, black’ halry tongue, nausea,
vomiting, and diarrhea. (These reactions are usually associated with oral
dosage forms.)

Hypersensitivity reactions—An erythematous maculopapular rash
has been reported fairly frequently. Urticaria and erythema muitiforme
have been reported occasionally. A few cases of exfoliative dermatitis
have been reported. Anaphyiaxisis the most serious reaction experienced
and has usually been associated with the parentera! dosage form.

Note: Urticaria, other skin rashes, and serum sickness-like reactions may be
controlled with antihistamines, and if necessary, systemic corticosteroids.
Whenever such reactions occur, ampicillin should be discontinued, unless,:in
the opinion of the physician, the condition being treated-s life-threatening and
amenable only to ampicillin therapy. Serious anaphylactic reactions.require
the immediate use of epinephrine, oxygen, and intravenous steroids.. :

' Liver—A moderate rise in serum’ glutamic oxaloacetic transaminase
(SGOT) has been noted, particularly in |nfants but the S|gn|f|cance of
this finding is unknown.

Hemic and Lymphatic Systems—Anéemia, thrombocytopema throm-
bocytopenic purpura, eosinophila, leukopenia, and agrariulocytosis have
been reported during therapy with the penicillins. These reactions are
usually reversible on dlscontmuatlon of therapy and are beheved to be
sensitivity reactlons

Dosage ' )
Infections of the ear, nose, throat and lower resp/ratory tract due to
streptococu pneumococci, and non-peniciliinase producing staphylo-
cocci, and also those mfectlons of the upper and /ovu?er resp/ratory tract
due to H. /nf/uenzae -

Adults— = - 250 mg. every 6 hours:. o
Childréen— 50 mg./kg./day in divided doses every 6 or 8 hours. ©
_Infections of the genitourinary tract caused by senS/t/ve Gram-negat/ve
and Gram-positive bacteria: :

‘Aduits— ¥ 500 mg: every B hours: Larger
) . for severeinfections.
“Children— 100 mg./kg./day in divided dos
Urethritis due to N. gonorrhoeae: :
Adult Males—500 mg. every 8 hours. T s )
Casesof gonorrhea with a suspected lesion of syph///s should have dark-
field examinations before receiving amp/C////n -and month/y sero/og/ca/
tests for a minimum of 4 months. )
Infectiorisof the gastrointestinal tract:
" Adults— 500 irig. every 6 hours.
Children— 100 mg./kg. /day in divided doses every 6 hours.
Larger doses may be require- for stubborn or severe infections. The children’s
_dosage is intended for individuals whose weight will not_cause 'a dosage to
be calculated greater than that recommended for adults. Children weighing
more than 20 kg. shculd be dosed according to the adult recommendations.
itshouldbe recognized thatin the treatmentof chronic urmarytract andintestinal
infections, frequent bacteriologicaland clinical appraisals are riecessary. Smaller
doses than those recommended above should not be used.. Even higher doses
may be needed at times. In stubborn infections, therapy may be requnred for
several weeks. It may be necessary to continue clinical and/or bacteriological
follow-up for several months after cessation of therapy. ..
Treatment shouild be continued for a minimum of 48 to 72 hours beyond the
time that the patient becomes asymptomatic or evidence of bacterial eradi-
cation has béen obtained. It is recommended that there be at least 10 days’
-treatinent for any infection caused by hemolytic streptococci; to'help prevent
the occurrence of acute rheumatic fever or glomerulonephritis.
Directions for Mixing Oral Suspension
'Prepare suspensnon at time of dispensing as follows: Add 66 cc. of
water to the 100 cec. package and 132 cc. of water to the 200 cc. pack-
age. Shake vigorously. This will provide 100 and 200 cc. of suspen-
sion, respectively. Each teaspoonful (5 cc.}) will contain 125 mg. or
250 rng. TOTACILLIN (Ampicillin Tryhydrate). The reconstituted
suspension is stable for 7 days at room temperature and 14 days

under refrigeration. How Supplied

TOTACILLIN {Ampicillin Trihydrate) for Oral Suspension. ‘Each 5 cc.
of reconstituted suspension contains ampicillin trihydrate equxvalent to
125 mg. or 250 mg. ampicillin.

125 mg./5 cc. 250 mg./5 cc.
Lxst No. 6625-23....100 cc. bottle List No. 6630-23....100 cc. bottle
List No. 6625-24. .. 1.200 cc. bottle  List No. 6630-24. ...200 cc. bottle

Beecham-Massengill
) PHARMACEUTICALS s
- DIV. ‘OF BEECHAM |NC BRISTOL, TENN. 37620

Revised February 1972 o T " - Printed in U.S.A.
6500 : :
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125 mg.
Ampicillin
200 cc. (6% fl. oz.)
PHARMACEUTICALS
DIV. OF BEECHAM INC BRISTOL. TENN. :_7510

mpicillin Trihydrate

Equivalent to
5.0 Gm. Ampicillin

NDC 29 6625 24

TOTACILL

When reconstituted
each 5 cc. will contain
Beecham-

A

for Oral Suspension
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

Approval Package for:

APPLICATION NUMBER:

60-666 supplement

Trade Name: Alpen for Oral Suspension
125mg/5mL and 250mg/5SmL

Generic Name: ampicillin trihydrate

Sponsor: Beecham-Massengill

Approval Date: May 19, 1972
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DIV. OF BEECHAM INC. CLIFTON, NEW JERSEY’

65 INDUSTRIAL SOUTH I CABLE ADDRESS ““BEECHPROD"

CLIFTON, NEW JERSEY 07012 TELEX 133471
J NEW JERSEY 201-778-9000
)q )A PHONES TENNESSEE 615-764-5141

May 17, 1972

- . -

" (For ase of #00d atig Jm &dmimi@tration)

) Date approved ____ 57 /%
Food and Drug Administration {Asiount Mo, a—epoo “
Bureau of Drugs Sigued . 4@_:’@, il

Div. of Anti-Infective Drug Pdodugts ..
Certifiable Drug Review Unit ﬁ PEF v
5600 Fishers Lane

Rockville, Maryland 20852

WEFLas ol ¥ ¥3GC Spo DIugs
Fod¢ ghc urug 4fm;zz>tr&flen
Departwent 5 Hsaith, sducstion, and Halfam

[gg/%66)(146a 118) Supplement

Gentlemen: ' i

Pursuant to Sections 140.14 and 130.9 of the Regula-
tions we hereby submit, in triplicate, a supplement to
Beecham-Massengill Pharmaceuticals' approved Form 6
Application covering Ampicillin trihydrate for Oral
Suspension for 125mg./5cc. and 250mg./5cc.

Based on our previous supplement of March 9, 1972
(approved on March 14, 1972) for Totacillin for Oral
Suspension, this supplement provides for the 100cc.,
150cc., and 200cc. package sizes for the same product,
distributed by Lederle Laboratories under™ the Alpen
trade name.

The appropriate labeling is enclosed.
Sincerely yours,

BEECHAM-MASSENGILL PHARMACEUTICALS

George Vadnai/f
Manager, Governmental

GSV :dmm

Enclosures Y
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ALPEN*
AMPICILLIN TRIHYDRATE
FOR

ORAL SUSPENSION
125 mg./5 cc.

and

250 mg./5 cc.

DESCRIPTION

ALPEN ampicillin trihydrate is derived
from the penicillin nucleus, 6-amino-
penicillanic acid (6-APA). Chemically
itisD () & -amino-benzyipenicillin.
ACTIONS
MICROBIOLOGY:

Ampicillin Trihydrate is similar to
benzyl penicillin in its bactericidal ac-
tion against sensitive organisms dur-

ing the stage of active multiplication.
It acts through the inhibition of bio-

_synthesis of cell wall mucopeptide.

Ampicillin Trihydrate differs in m vitro
spectrum from benzylpenicillin in the
Gram negative spectrum. it exerts
high /in wtro activity against many
strains of Hemophilus influenzae, Neis-
seria gonorrhoeae, Neisseria meningitidis
and Neisseria catarrhalis, Escherichia coll,
Profeus mirabilis, Bacferoides funduliformis,
Salmonellae, and Shigellze.

In vitro studies have also demon-
strated the sensitivity of many
strains of the following Gram positive
bacteria: alpha- and beta-hemolytic
streptococci,  Diplococcus pneumoniae,
non-penicillinase producing staphylo-
cocci, Bacillus anthracis, and most
strains of enterococci and clostridia.
Ampicillin generally provides less in
vitro activity than penicillin-G against
Gram positive bacteria. Because it
does not resist destruction by peni-
cillinase it is not effective against
penicillinase producing bacteria, par-
ticuldrly resistant &taphylococci. All
strains of Pseudomdnras -and most
strains of Klebsiella and Aerobacter
are resistant.

PHARMACOLOGY:

ALPEN ampicillin trihydrate is acid
stable and therefore well absorbed.
Food, however, retards absorption.
Blood serum levels of approximately
2 mcg./ml. are attained within 1-2
hours following a 250 mg. oral dose
given to fasting adults. Detectable
amounts persist for about 6 hours.
Ampicillin Trihydrate diffuses readily
into all body tissues and fluids with
the exception of brain and spinal
fluid except when meninges are in-
flamed. Higher serum levels are
obtained following 1.M. injection.
Most of the ampicillin is excreted
unchanged in the urine and this ex-
cretion can be delayed by concurrent
administration of probenecid. The
active form appears in the bile in
higher concentrations than found in
the serum. Ampicillin Trihydrate is
feast serum bound of all the penicil-
lin, averaging about 20% compared
to approximately 60%-90% for other
penicillins.

INDICATIONS

ALPEN ampicillin trikydrate is indi-
cated in the treatment of infections
due to susceptible strains of the fol-
fowing:

Gram Negative Organisms - Shigeliae,
Salmoneliae (including S. typhosa), H. in-
fluenzae, E. coli, P. mirabilis, N. gonor-
rhoeae and -N. meningifidis. -

62055 - RARL1Q

Gram Positive Organisms - Strepto-
cocci, D. pneumonize, and non-penicil-
linase producing staphylococci.

Because of its wide spectrum and
bactericidal actior; it may be useful
in instituting therapy; however, bac-
teriological studies to determine the
causative organisms and their sen-
sitivity to ampicillin should be per-
formed.

Indicated surgical procedures
should be performed.

CONTRAINDICATIONS

The use of this drug is contraindi-
cated in individuals with a history of
an allergic reaction to any of the
penicillins.

WARNINGS

SERIOUS AND OCCASIONALLY
FATAL HYPERSENSITIVITY (ANAPHY-
LACTOID) REACTIONS HAVE BEEN
REPORTED IN PATIENTS ON PENI-
CILLIN THERAPY. ALTHOUGH ANA-
PHYLAXIS IS MORE FREQUENT, FOL-
LOWING PARENTERAL THERAPY I
HAS OCCURRED IN PATIENTS' ON
ORAL PENICILLINS. THESE REAC-
TIONS ARE MORE APT TO OCCUR
IN_ INDIVIDUALS WITH A HISTORY
OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REAC-
TIONS TO MULTIPLE ALLERGENS.
THERE HAVE BEEN REPORTS OF IN-
DIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY
WHO HAVE EXPERIENCED "SEVERE
REACTIONS WHEN TREATED WITH
CEPHALOSPORINS. BEFORE THER-
APY WITH A PENICILLIN, CAREFUL

.INQUIRY SHOULD BE MADE CON-

CERNING PREVIOUS HYPERSEN-
SITIVITY REACTIONS TO PENICIL-
LINS, CEPHALOSPORINS, AND
OTHER ALLERGENS. IF AN ALLERGIC
REACTION OCCURS, THE DRUG:
SHOULD BE DISCONTINUED AND
THE PATIENT TREATED WITH THE
USUAL AGENTS, e.g, PRESSOR
AMINES, ANTIHISTAMINES, AND
CORTICOSTEROIDS.

USAGE IN PREGNANCY:

Safely- for use in pregnancy has
not been established.

PRECAUTIONS

As with any antibiotic preparation,
constant observations for signs of
overgrowth. of nonsusceptible organ-
ism, including fungi, is essential.
Should superinfection occur {(usually
involving Aerobacter, Pseudomonas,
or Candida), the drug should be dis-
continued and/or appropriate ther-
apy instituted.

As with any potent agent, it is ad-
visable to check periodicaliy for or-
gan system dysfunction during pro-
longed therapy: this inciudes renal,
hepatic, and hematopoietic systems.
This is particularly important in pre-
matures, neonates and other infants.

ADVERSE REACTIONS

As with other penicillins, it may be
expected that untoward reactions will
be essentially limited to sensitivity
phenomena. They are more likely to
oceur in individuals who have pre-
viously demonstrated hypersensi-
tivity to penicillins and in those with a
history of allergy, asthma, hay fever,
or urticaria.

The following adverse. reactions

have been reported as associated
with the use of ampicillin:

Gastrointestinal, Glossitis, Stomatitis,
Black “hairy” tongue, nausea, vomit-
ing, - diarrhea. . (These reactions are
usually associated with oral dosage
forms).

*® 872,458 of Mir.




. Hypersensitivity Reactions - An erythe- Infections of the_ gastrointestinal tract.
~ matous maculopapular rash has been T

reported fairly frequently. Urticaria Adults: 500 mg. every 6 hours.
and erythema muliforme have been Children: 100 mg./kg./day in dlvnded .
reported occasionally. A few cases of doses every 6 hours. T

exfoliative dermatttis "have been re-
ported. Anaphylaxis is the most se-
rious reaction experienced and .has
usually been associated with the pa-
renteral dosage form.

Larger doses may be required for
stubborn or severe infections..The
children’s dosage ‘is intended’ ‘for
individuals whose weight will not

: > cause a dosage to be -calculated
[ I . . greater than that recommended for
B o NOTE: adults. Children weighing more than
20 kg. should be dosed according to
‘ : Urticaria, other skin rashes, and the adult ‘recommendations: -
' serum sickness-like reactions may !t should be recognized that in the
be controlied with antihistamines, treatment of chronic unnary tract
and if necessary, systemic corticost- and intestinal infections, - * frequent
eroids. Whenever such reactions oc- bacteriological and clinical appraisal o -
cur, ampicillin should be discontin-. are necessary. Smaller doses tHan, '
ued, unless, in the opinion of ttie those recommended above should .
physlcnan the condition being treated not be used. Even hlgher doses may -
is' life threatening and amenable be needed at times. In stubborn:in- ) o
only to ampicillin therapy. Serious fections, therapy may be required
anaphylactic reactions require the for several weeks. It may be necess-
immediate use of epinephrine, oxy- ary to continue clinical and/or bac- T
- gen, and intravenous steroids. teriological follow-up_ for severat -
o ST . ’ LIVER - A moderate rise in serum months  after cessation of therapy.
T . : glutamic oxaloacetic transaminase Treatment _shouid be ‘continuéd for
: : (SGOT) has been noted, particularly” a minimum . of 48 to 72 hours beyond
in infants, but the S|gn|f|cance of the time that the patient becornes
this finding is unknown. asymptomatjc. or, evidence . of.. bac- .
- HEMIC AND LYMPHATIC SYSTEMS— terial eradication has been -
Anemia, thrombocytopenia, throm- tained. It is recommended. that there
bocytopenic purpura, eosinophilia, be at least 10 days’ treatment.-for
leucopenia, and agranulocytosis have any infection ‘caused by hemolytic
been reported during therapy with streptococci, to help prevent the
the penicillins. These reactions are occurrence of acute rheumatic fever
usually reversible on discontinuation or glomerulonephritis.
of therapy and are believed to be
sensitivity reactions. DIRECTIONS for MIXING ORAL
SUSPENSION
DOSAGE Prepare either strquth suspension

at time of° dlspensmg as follows:
53 cc. of water to the 80 ¢cc: pack
66 ‘cc.” of water to' the 100 éc:
age; 100 cc. of water to the 150 cc.
package; 132 cc. of water to° the 200

cc. package. Shake’ vigorously. This N
will provide 80 cc; 100°cc,; 150 cc.or - .

Infections of the ear, nose, throat, and
lower respiratory tract due to strepto-
cocci, pneumococci, and non:peni-
cillinase . producing staphylococci;
and also those infections of the: upper
and lower respiratory tract Yue to M. in-

fluenzae.
. i 200 "cc. ‘of suspension respectlvely
! Adults: 250 mg. every 6 hours. Each teaspoonful (5 ¢c.)-will-contain
i Children: 50 mg./kg./day in divided 125 mg. or 250 mg. ampicillin: “The
: doses every 6 or 8 hours. reconstituted suspension is stable for

7 days at room temperature and 14

f/ f  th enstourin fract
Infections o 9 genitourinary days under refrigeration.

i caused by sensitive Gram negative and
i Gram paositive bactersa.

. ! Adults: 500 mg. every 6 -hours. HOW SUPPLIED
i Larger doses may be requwed for' ALPEN amprcillin trifydrate “for Oral
¢ severe infections. Suspension. Each 5 cc. of recon-
: Children: 100 mg. /keg./day in leId stituted.. suspension--contains ampi-
o i ed doses every 6 hours. cillin trihydrate equivalent to 125 mg -
) ! or 250 mg. amDICI"Ir‘I 1.

Urethritis due to N. gonorrhoeae.

Adult Males: 500 mg. every 8 hours. 125 mg./5 cc. - Product No: 3840

‘bottles of ‘80 cc., 100" ce., 150" cc.

Cases of gonorrkea with -a “suspected and 200 cc. .
leston of syphilis should have dark-field ex-
aminations before receiving ampicillin, and 250 mg./5 cc. - Product No. 3841
monthly serological tests for a minimum of bottles of 80 cc., 100 cc., 150 cc.
4 months. and 200 cc. o
Locterie ¥ s

- Dlstrlbuted by

o LEDERLE LABORATORIES DWISION ) o '
E—— mid. iompany, Pearl River, N Y. 10965

REV. 3/72
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DIV. OF BEECHAM INC. CLIFTON, NEW JERSEY

65 INDUSTRIAL SOUTH CABLE ADDRESS "“BEECHPROD’"
CLIFTON, NEW JERSEY 07012 TELEX 133471

NEW JERSEY 201-778-9000

PHONES TENNESSEE 6165—-764-5141

February 29, 1972 7
Date Aproved__S /3 ofr

Aceount No.

Mr. Milton Eisler Signed
Food and Drug Administration o
Division of Certification Services (BD- 12?%%@& ' of Ksalth, kawwﬂiaaan

5600 Fishers Lane

- : . #alfare
Rockville, Maryland 20852

Re: #60-666 (146a.118)
Dear Mr. Eisler:

Reference is made to Beecham—Massengill Pharmaceuticals"
approved Form 6 Appllcatlon, covering Totacillin® (Ampicillin
trlnydrate) for Oral Suspension, 125mg./5cc. and 258mg./5cc.

In accordance’with our agreement ‘of July 15, 1971, we
are hereby submitting, in triplicate, the results (and all
‘other appropriate data) of a three-way study, comparlng the
stability of a proposed new formulation with our current
product and the originally: submltted —— -containing

‘The data. clearly indicates that the .stability of
formula is superlor to those of the other two. In

'current co“' -1tlon 1s 'S0 - mihor, that W
is-net req ed, we request approval tor
24 months explratlon date.

Sincerely yours,

BEECHAM—MASSENGIEL PHARMACEUTICALS

fore Voduo;

v George Vadnail _
Manager, Governmental Affairs

E’g;}c_los_ures ) f : A 6 g0
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DIV. OF BEECHANM INC. CLIFTON, NEW JERSEY

65 INDUSTRIAL SOUTH ' CABLE ADDRESS “BEECHPROD"
CLIFTON, NEW JERSEY 07012 . TELEX 133475

NEW JERSEY  201—778-9000

PHONES TENNESSEE = 615~764-5141

é/é-é‘ ﬁ%/gjune 5, 1972

~(For use of Food an?g 7Adm:lnist.mt.i.on)
Food and Drug Administration ]l;:;e app:;oved A A R
Certifiable Drug Review Staff ( oup. No. 74 W ey
. Div. of Anti-Infective Drug Prod®dgned ;;Dd::“ L. e
5600 Fishers Lane , For the Cofmigsionsr or Food and Drugs
Rockville, Maryland 20852 Food Drug Admipistration
Department of‘\flealth, Edueation, and Welfar

Re: -2 X
@0"'0 06 ) {(146a.118)
PR=ewry (146a2.119)

Gentlemen:

Reference is made to Beecham~Massengill Pharmaceuticals’
approved Form 6 Applications covering. Totacillin (Ampicillin
trihydrate) Capsules and for Cral Suspension, and TOLdCllllQ N
(Sodium Ampicillin) foc Injection.

We hereoy submit, in triplicate, the final printed
labeling for Pen A Capsules, for Oral Suspension, and Pen A/N

for Injection. (re: . our supplement of May 2, 1972 and.
your letter of May 8, 1972)

Slncerely yours,

BEECHAM—MASSVBGILL PHARMACEULICALu

5\ Vaduoy

Gcorgn VaanaL '
Manager, Governmental Affalrs

GSV :dmm

Enclosures
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L
Professional Sample . . 3 Bottles
™
Pen A
ampicillin trlhydrclte ‘5
FOR ORAL SUSPENSION™ - -
250 mg.f
L ‘ CAUTION: Federal law prohibit p g without p ipti
. : - Distributed by .
k DR » 9
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i Professiomﬂ sample ™
Pen A

_ o ampicillin trihydrate
- \‘ . .. . FOR ORAL SUSPENSION
250 mg.'

3 Bottles
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KEEP TIGHTLY CLOSED
SHAKE WELL BEFORE USING

LotNo,

Exp.

6106 0°v's'n NI 3avw
'sinoy o K248 "B 00G 04 0GZ SHNPY
'sinoy g o 9 1948 sa50P PAPIAIP

ut Aop /B3 7'Bu 0L 04 05 UBIPRYD 3OVSO TYNSN

v ‘UOLIPPR Y303 24D ([2M

a3pyg “suolod g ut 19jom ppo i:cmm dp) ‘uoijoumdaid jo

9508 ._o.u_._w*ozh_o 2299 PPV :UONNINSUOI3I Joy Suolpalq

“uljis

~idwo ‘Bw mnN o} yusjoainba apoIpAyl urjIdidwp sujpjucd

(injuoodspay 1) 23 ¢ YL PaPBIIP SO PAYNHISUISI usum |

r\- e .
OC = = 2
o = mo CMM o
- = dﬂN\l. | W |EE .mv7
= S -9
V:..r.ods : 3 m.w
R RS R G
= n...uuwm IEEE BE=
& c 282 e ls2 |||
= O= 255 £ 335 5 I EEs
o — B >
S = = 80 v o8 g%z
s fA..8 ° Sl=arE g &
Pry » - o chnank ° 4
S - 2
O mrr <5 ‘<
a8 —v =
= ™~ a —__

READ ACCOMPANYING
PROFESSIONAL INFORMATION

KEEP TIGHTLY CLOSED—SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard
unused portion after 7 days; when stored under refrigera-
tion discard unused portion after 14 days.

Lot No.

Exp.
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READ ACCOMPANYING
PROFESSIONAL INFORMATION

KEEP TIGHTLY CLOSED—SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard unused portion
after 7 days; when stored under refrigeration discard unused portion
after 14 days.
Lot No.

Exp.
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) PROFESSIONAL INFORMATION READ ACCOMPANYING READ ACCOMPANYING
| KEEP TIGHTLY CLOSED—SHAKE WELL BEFORE USING PROFESSIONAL INFORMATION PROFESSIONAL INFORMATION N
When suspension is stored at room temperature discard < . o
tion af days; when stored und fri .
m“ﬂmumnﬂww_Wy_cn“m.mm,nw:mﬁrﬂmﬂ M Mwmﬁ.c: erremngers KEEP TIGHTLY CLOSED—SHAKE WELL wm_.nOxm USING . KEEP TIGHTLY CLOSED—SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard unused portion When suspension is stored at room temperature discard unused portion
Lot No. after 7 days; when stored under refrigeration discard unused portion after 7 days; when stored under refrigeration discard unused portion
£ after 14 days. after 14 days.
a Lot No. Lot No. K
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%>  Pen A"

ampicillin trihydrate

for
CAPSULES ORAL SUSPENSION
© 250 mg. 125 mg./5 cc.-
and : and

.500 mg. 250 mg./5 cc.

.Description
Pen A (ampicillin trihydrate) is derived from the penicillin nucleus, 6-amino-
penicillanic acid (6-APA). Chemically it is D (-) a-aminobenzyl penicillin.
o Actions
MICROBIOLOGY:
Pen A (ampicillin-trihydrate) is similar to benzyl penicillin in its bactericidal
action against sensitive organisms during the stage of active -multiplication.
It acts through-the inhibition of biosynthesis of cell wall mucopeptide. Pen A
(ampicillin trihydrate) differs in in vitro spectrum from benzyl penicillin in the
gram-negative spectrum. |t exerts high /a-vitro activity against many strains of
Hemophilus influenzae, Neisseria gonorrhoeae, Neisseria meningitidis and
Neisseria catarrhalis, Escherichia coli, Proteus mirabilis, Bacteroides funduli-
formis, Salmonellae and Shigellae.’
In vitro studies have also demonstrated ‘the sensitivity of many strains of the
following gram-positive bacteria: alpha- and beta-hemolytic streptococci,
Diplococcus pneumoniae, nonpenicillinase-producing staphylococci, Baciflus
anthracis, and most strains of enterococci and clostridia. Ampicillin generally
provides less /n vitro activity than penicillin G against gram-positive bacteria.
Because it does not resist destruction by penicillinase, it is not effective
against penicillinase-producing bacteria, particularly resistant staphylococci.
All strains of Pseudomonas and most strains of Klebsiella and Aerobacter
are resistant. . -

PHARMACOLOGY: -
Pen A (ampicillin trihydrate) is acid stable and therefore well absorbed. Food,
however, retards absorption. Blood serum levels of approxnmately 2 mcg./mil.
are attained within 1-2 hours following a 250 mg. oral dose given to fasting
aduits. Detectable anmiounts persist for about 6 hours. Pen A (ampicillin tri-
hydrate) diffuses readily into all body tissues and fluids with the exception of
brain and spinal fluid except when meninges are inflamed. Higher serum
levels-are obtained following IM. injection. Most of the ampicillin is excreted
unchanged in the urine and this excretion can be delayed by concurrent ad-
ministration of probenecid. The active form appears in the bile in higher con-
centrations than found in the serum. Peén A (ampicillin trihydrate) is the least
serum bound of all the penicillins, averaging about 20% compared to approxi-
mately 60 %:- 90% for other penicillins.
- Indications

Pen A- (amplcrlhn trihydrate) is indicated in- the treatment of mfectlons due to
susceptible strains of the following:

gram=riegative organisms—Shigellae; Salmone//ae (including S. typhosa),
- H. influenzae, -£. coli and P: mirabilis, N. gororrhoeae, and N. meningitidis;

‘gram-positive: orgamsms—Streptococcn ’D pneumon/ae, and nonpenicil-

~lihase-producing staphylococdi.
Becauseof ‘its’ wide spectrum and bactencndal action, it may be useful in
instituting-therapy; however, bacteriological studies to determine the causa-
tive organisms’ and their sensitivity to amplcﬂlm should be performed
lndlcated” urgmal procedures should e performed

The use  of this drug IS contralndlcated in mdmduals with a hlstory of an
allergic reat n. 1o any of the pemclllms )
' Warnmgs

SERIOUS AND OCCASIONALLY “FATAL ‘HYPERSENSITIVITY (ANAPHY-
LACTOID) REACTIONS HAVE BEEN "REPORTED IN PATIENTS ON PENI:
CILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE FREQUENT
FOLLOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS
ON ORAL PENICILLINS. THESE REACTIONS ARE MORE APT TO OCCUR
IN"INDIVIDUALS WITH ‘A" HISTORY' OF- PENICILLIN HYPERSENSITIVITY
ANDY7OR “HYPERSENSITIVITY 'REACTIONS TO MULTIPLE ALLERGENS:
THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY ~“WHO HAVE EXPERIENCED SEVERE
REACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE THER-
APY WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CON-
CERNING PREVIOUS HYPERSENSITIVITY. REACTIONS TO PENICILLINS,
CEPHALOSPORINS, AND OTHER ALLERGENS. IF AN ALLERGIC REAC-
TION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND THE
PATIENT TREATED WITH THE USUAL AGENTS, e.g., PRESSOR AMINES,
ANTIHISTAMINES, AND CORTICOSTEROIDS.

USAGE IN PREGNANCY: o
Safety for use in’pregnancy has not been established.

Precautions
As with any antibiotic preparation, constant observations for signs of over-
growth of nonsusceptible organisms, including fungi, are essential. Should
superinfection occur (usually involving Aerobacter, Pseudomonas, or Can-
dida), the drug should be discontinued and/or appropriate therapy instituted.
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Precautions {¢ontinued)
As with any potent agent, it is advisable to check periodically for orgar sys-
tem dysfunction during prolonged therapy: this includes renal, hepatic, and
hematopoistic systems. This is particularly important in prematures, neonates
and other infants. B .
Adverse Reactions

As with other penicillins, it may be expected that untoward reactions will be
essentially limited to sensitivity phenomena, They are more likely to occur
in individuals who have previously demonstrated hypersensitivity to peni-
ciftins and in those with a history of allergy; asthma, hay fever, or urticaria.
The foliowing adverse reactions have been reported as associated with the
use of ampicillin:

Gastrointestinal—glossitis, stomatitis, black “hairy’" tongue, nausea,
vomiting, and diarrhea. (These reactions are usually associated with oral
dosage forms.)

Hypersensitivity reactions—An erythematous maculopapular rash has
been reported fairly frequently. Urticaria and erythema multiforme have been
reported occasionally. A few cases of exfoliative dermatitis have been re-
ported. Anaphylaxis is the most serious reaction experienced and has usually
been associated with the parenteral dosage form.

Note: Urticaria. other skin rashes, and serum sickness-like reactions may be
controlled with antihistamines, and if necessary, systemic corticosteroids.
Whenever such reactions occur, ampicillin should be discontinued, unless,
in the opinion of the physician, the condition being treated is life-threatening
and:amenable only to ampicillin therapy. Serious anaphylactic reactions re-
quire the.immediate use of epinephrine, oxygen, and intravenous steroids.

Liver—A moderate rise in serum glutamic oxaloacetic transaminase
(SGOT) has been noted, particularly in infants, but the significance of this
finding is unknown. .

- Hemic .and Lymphatic Systems—Anemia, thrombocytopenia, throm-
bocytopenic purpura, eosinophila, leukopenia, and agranulocytosis have
been reported .during therapy with the penicillins. These reactions are
usually: reversible on discontinuation of therapy and are believed to be
sensiivity reactions. . :

[ Dosage
Infections of the ear, nose, throat, and lower respiratory tract due to strep-
tococei, pneumococci, and nonpenicitlinase-producing staphylococci, and
also those infections of the upper and Jower respirgtory tract due to H. influehzae:

Adults— 250 mg. every 6 hours. _ .
Children— 50 mg./kg./day in divided doses every 6 or 8 hours. -
Infections of the genitourinary tract caused by sensitive gram-negative and

gram-positive bacteria:

- Adults— 500 mg. every 6 ho”urs.' Lérger doses may .be required for
- s severe infections.
-Children— 100 mg./kg./day in divided doses every 6 hours.

Urethritis due to N. gonorrhoeae:
Adult Males— 500 mg. every 8 hours..
Cases..of gonorhea with a- suspected lesion of syphilis should have dark
field examinations.before receiving ampicillin, and. monthly serological tests
- for a minimum of 4 months. ... . .
Infections of the gastrointestinal tract:
Adults— 500 mg. every 6 -hours. - ) B
Children— 100 mg./kg./day in divided doses every-6-hours.
Larger doses may be required for-stubborn.or severe infections. The children’s
dosage is intended for -individuals whose weight will not cause a dosage 1o
be calculated greater than that recommended for adults. Children: weighing
more than 20 kg. should be.dosed according to the adult recommendations.
-1t should be recognized that in the treatment of. chronic urinary- tract and
intestinal infections, frequent bacteriological and clinical appraisal are.neces-
sary. Smaller doses than those recommended above should not be used. Even
higher doses may be needed at-times. In stubborn infections, therapy.may be
required -for several weeks.- It.-may be necessary to continue_clinical and/or
bacteriological follow-up for several -months after cessation of therapy.
Treatment should be continued for aminimum of 48 to 7.2 hours-beyand the
time that the patient becomes asymptomatic or evidence of bacterial eradi-
cation has been obtained. It i3 recommended that there be at least 10 days’
tréatmént for any infection caused by hemolytic streptococei, to help prevent
the occurrence of acute rheumatic fever or glomerulonephritis. co
P . How Supplied . . - e
(ampicillin trihydrate) Capsules:. Ampicillin trihydrate’ equivalent to
mg..or 500 .mg. ampicillin per capsule. . - e :
0 mg.; bottles of 100 and. 500. - . -~
0Q-mg:.: bottles of 100. .. .~ e
-~ Peh-A-@ampicitlin.trihydrate) for. Oral Suspension: Each 5 cc. of reconstituted
s‘yu_ eRgion. contains ampicillin trihydrate equivalent to 125 mg..or 250 mg,
ampie L L DT S e . ) .
25 mg./5 cc.: bottles of 100 cc. and 200 cc.
250 mg’/5 ct.: bottles of 100 cc. and 200 :cc.

250

PFIZER LABORATORIES DIVISION
PFIZER INC.

'NEW YORK; N.Y. 10017
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60-666 supplement

Trade Names: Totacillin, Alpen, and Pen A for Oral

Suspension 125mg/5ml. and
250mg/5mL
Generic Name: ampicillin trihydrate
Sponsor: Beecham-Massengill

Approval Date: November 30, 1972
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DIV. OF BEECHAM INC. CLIFTON, NEW JERSEY

65 INDUSTRIAL SOUTH CABLE ADDRESS “BEECHPROD"
CLIFTON, NEW JERSEY 07012 TELEX 133471

NEW JERSEY 201-778-8000

PHONES TENNESSEE 615—-764-5141

November 15, %9]2

Date Approved 1 / e L” 1

Food and Drug Administration hecount Ho.

Div. of Anti-Infective Drug Products

Certifiable Drug Review Unit (BD—l4Sigwd {:tZ%HaCD éé%%44»4m~

Bureau of Drugs
5600 Fishers Lane GeIf ith, Bducativn aud
Rockville, Maryland 20852 » lelfare

of X054 fea o Ciged

Re: NDA # 60-666 (l46a.118)

Gentlemen: d

Reference is made to Beecham-Massengill Pharmaceuticals'
approved Form 6 # 60-666 covering Ampicillin trihydrate for
Oral Suspénsion. ~

We hereby wish to supplement our application to provide
for up-dated manufacturing directions for ampicillin trihydrate
for oral suspension, 125 mg./5 cc. and 250 mg./5 cc., dis-
tributed under the trade names; Totacillin, Alpen, and Pen A.

This supplement is submitted in triplicate.

‘Sincerely,

BEECHAM-MASSENGILL PHARMACEUTICALS

Manager, Governmv:__'

Enclosures
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DIVISION OF BEECHAM INC. CLIFTON, NEW JERSEY

65 INDUSTRIAL SOUTH
CLIFTON, NEW JERSEY 07012

REGULATORY DEPARTMENT

CABLE ADDRESS “BEECHPROD”
TELEX 133471

3 4/7\/ PHONE: 201—598—9000

e G M AT R

February 28, 1975.

N

FEEy

?Em%&ﬂEWE%

Food and Drug Administration
Certifiable Drug Review &taff (HFD-535)
Div. of Generic Drug Monographs

Bureau of Drugs

5600 Fishers Lane :

Rockville, Maryland 20852

13

Re: #60-666 (440.107c)

Gentlemen:

Reference is made to Beecham Laboratories’ approved
Form 6 Antibiotic Application for Ampicillin Tridiydrate
for Oral Suspension.

We hereby wish to supplement our Application to
provide for final printed labeling which reflects the
recent change in the Company name,

This supplement is submitted in triplicate.

Sincerely,

BEECHAM LABORATORIES

George Vadnai
Manager, Governmental Affairs

GSV :dmm
Enclosures
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Beecham
laboratories
TOTACILLIN®
ampicillin
for
C»;sP(S)l;JnLES ORAL SUSPENSION
s 125 mg./5 mi.
and i
500 mg. 250 mg./5 mi.
DESCRIPTION

TOTACILLIN {Ampicillin} is derived from the penicillin nucleus,
6-aminopenicillanic  acid {6-APA}, isolated by Beecham. Chemically it is
D (-)a-aminobenzy! penicillin trihydrate.

ACTIONS
MICROBIOLOGY :
TOTACILLIN {Ampicillin} is similar to benzy! penicitlin in its bactericidal
action against sensitive organisms during the stage of active muttiplication. [t
acts through the inhibition of biosynthesis of cell wall mucopeptide.
TOTACILLIN (Ampicillin) differs in in vitro spectrum from benzyl peniciilin
in the Gram-negative spectrum. It exerts high /n vitro activity against many
strains  of Haemophilus influenzae, Neisseria gonorrhoeae, Neisseria
meningitidis, Neisseria catarrhalis, Escherichia coli, Proteus mirabilis,
Bacteroides funduliformis, Salmonellae and Shigellae.
In vitro studies have also demonstrated the sensitivity of many strains of the
foliowing Gram-positive bacteria: alpha- and beta-hemolytic streptococci,
Diplococcus pneumoniae, nonpenicillinase-producing staphylococci, Baciflus
anthracis, and most strains of enterococei and clostridia. Ampicitlin generally
provides less in vitro activity than penicitiin G against Gram-positive bacteria.
Because it does not resist destruction by penicillinase, it is not effective
against penicillinase-producing bacteria, particularly resistant staphylococci.
All strains of Pseudomonas and most strains of Klebsietla and Aerobacter are
resistant.

PHARMACOLOGY:

TOTACILLIN {Ampicilin} is acid stable and, therefore, well absorbed. Food,
however, retards absorption. Blood serum fevels of approximately 2 mcg./ml.
are attained within 1.2 hours following a 250 mg. oral dose given to fasting
adults. Detectable amounts persist for about 6 hours.

TOTACH.LIN {Ampicillin) diffuses readily into all body tissuas and fluids
with the exception of brain and spinal fluid except when meninges are
inflamed. Higher serum levels are obtained following .M. injection,
Most of the Ampicillin is excreted unchanged in the urine and this excretion
can be delayed by concurrent administration of probenecid. The active form
appears in the bile in higher concentrations than found in the serum.
TOTACILLIN (Ampicillin} is one of the least serum bound of all the
penicillins averaging about 20% compared to approximately 60%-90% for
other penicillins.

INDICATIONS
TOTACILUIN (Ampicillin} is indicated in the treatment of infections due to
susceptible strains of the following:

Gram-negative Organisms: Shigeflae, Salmonellae {including S. typhosa),
H. influenzae, E. coli, P. mirabilis, N. gonorrhoeae, and N. meningitidis.
Gram-positive Organisms: Streptococci, D. pneumoniae, “and
nonpenicitiinase-producing staphylococci.
Because of its wide spectrum and bactericidal action, it may be useful in
instituting therapy; however, bacteriological studies to determine the
causative organisms and their sensitivity to Ampicillin should be performed.
Indicated surgical procedures should be performed.

CONTRAINDICATIONS
The use of this drug is contraindicated in individuals with a history of an
allergic reaction to any of the peniciliins,

. WARNINGS
SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY
{(ANAPHYLACTOID) REACTIONS HAVE BEEN REPQRTED (N
PATIENTS ON PENICILLIN, THERAPY, ALTHOUGH ANAPHYLAXIS IS
MORE FREQUENT FOLLOWING PARENTERAL THERAPY, IT HAS
OCCURRED IN PATIENTS ON ORAL PENICILLINS. THESE REACTIONS
ARE MORE APT TO OCCUR IN INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY AND/OR HYPERSENSITIVITY
REACTIONS TO MULTIPLE ALLERGENS. THERE HAVE BEEN
REPORTS OF INDIVIDUALS WITH A HISTORY OF PENICILLIN
HYPERSENSITIVITY WHO HAVE EXPERIENCED SEVERE REACTIONS

- WHEN TREATED WITH CEPHALOSPORINS. BEFORE THERAPY WITH

A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CONCERNING
PREVIOUS HYPERSENSITIVITY REACTIONS TO PENICILLINS,
CEPHALOSPORINS, AND OTHER ALLERGENS. IF AN ALLERGIC
REACTION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND
THE APPROPRIATE THERAPY INSTITUTED. SERIOUS
ANAPHYLACTOID REACTIONS REQUIRE IMMEDIATE EMERGENCY
TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS
STEROIDS, AND AIRWAY MANAGEMENT, INCLUDING INTUBATION,
SHOULD ALSO BE ADMINISTERED AS INDICATED.

USAGE IN PREGNANCY:

Safety for use in pregnancy has not been established.

PRECAUTIONS
As with any antibiotic preparation, constant observation for signs of
overgrowth of nonsusceptible organisms, including fungi, is essential. Should
superinfection occur {usually involving Aerobacter, Pseudomonas, or
Candida), the drug should be discontinued and/or appropriate therapy
instituted. As with any potent agent, it is advisable to check periodicalty for
organ system dysfunction during prolonged therapy; this includes renal,
hepatic, and hematopoietic systems. This is oarticularlv imnartant in




{Continued from other side)

following adverse reactions have been reported as associated with the use of
Ampicillin:

Gastrointestinal—Glossitis, stomatitis, black “hairy” tongue, nausea,
vomiting, and diarrhea. (These reactions are usually associated with orat
dosage forms.)

Hypersensitivity reactions—An erythematous maculopapular rash has been

reported fairly frequently. Urticaria and erythema multiforme have been
reported occasionally. A few cases of exfoliative dermatitis have been
reported. Anaphylaxis is the most serious reaction experienced and has
usually been associated with the parenteral dosage form.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may be
controlled with antihistamines and, if necessary, systemic corticosteroids.
Whenever such reactions occur, Ampicillin should be discontinued uniess, in
the opinion of the physician, the condition being treated is life-threatening
and amenable only to Ampicillin therapy.

Liver—A moderate rise in serum glutamic oxaloacetic transaminase
{SGOT) has been noted, particularly in infants, but the significance of this
finding is unknown. .

Hemic and Lymphatic Systems—Anemia, thrombocytopenia,
thrombocytopenic purpura, eosinophilia, leukopenia, and agranulocytosis
have been reported during therapy with the penicillins. These reactions are
usually reversible on discontinuation of therapy and are believed to be
sensitivity reactions.

DOSAGE AND ADMINISTRATION

Infections of the ear, nose, throat, and lower respiratory tract due to
streptococci, pneumococei, and nonpenicillinase-producing staphylococci,
and also those infections of the upper and lower respiratory tract due to H.
influenzae:

ADULTS: 250 mg. every 6 hours

CHILDREN: 50 mg./kg./day in divided doses every 6 or 8 hours.
Infections of the genitourinary tracr caused by sensitive Gram-negative and
Grarmn-positive bacteria:

ADULTS: 500 mg. every 6 hours. Larger doses may be required

for severe infections:

CHILDREN: 100 mg./kq./day in divided doses every 6 hours.
Uncomplicated urethritis due to N. gonorrhoeae:

ADULT MALES AND FEMALES: 3.5 grams single oral dose administered

simultaneousty with 1 gram of probenecid.

Cases of gonorrhea with a suspected lesion of syphilis should have dark-fietd
examinations before receiving Ampicillin, and monthly serological tests for a
minimum of 4 months.
Infections of the gastrointestinal tract:

ADULTS: 500 mg. every 6 hours.

CHILDREN: 100 mag./kg./day in divided doses every 6 hours.
Larger doses may be required for stubborn or severe infections. The children's
dosage is intended for individuals whose weight will not cause a dosage to be
calculated greater than that recommended for adults. Children weighing more
than 20 kg. should be dosed according to the adult recommendations.
It should be recognized that in the treatment of chronic urinary tract and
intestinal infections, frequent bacteriological and clinical appraisals are
necessary. Smaller doses than those recommended above should not be used.
Even higher doses may be needed at times. In stubborn infections,
therapy may be required for several weeks. 1t may be necessary to continue
clinical and/or bacteriological follow-up for several months after cessation of
therapy.
Treatment should be continued for a minimum of 48 to 72 hours beyond the
time that the patient becomes asymptomatic or evidence of bacterial
eradication has been obtained. It is recommended that there be at least 10
days’ treatment for any infection caused by hemolytic streptococci to help
prevent the occurrence of acute rheumatic fever or glomerulonephritis.

DIRECTIONS FOR MIXING ORAL SUSPENSION
Prepare suspension at time of dispensing as follows: Add the required amount
of water (see table below) to the bottle. For ease of preparation, add
water in two portions. Shake well after each addition of water. Each
teaspoonful (5 mL.} will contain 125 mg. or 250 mg. Ampicitlin.

Amount of Water

Bottle Size

Required for Reconstitution

80 ml. 53 mi.
100 mi. 66 ml.
150 mi. 100 ml.
200 mi. 132 ml.

" SHAKE WELL BEFORE USING. Keep bottle tightly closed. Any unused

portion of the reconstituted suspension must be discarded after 7 days at
room temperature or 14 days under refrigeration.

HOW SUPPLIED
TOTACILLIN (Ampicillin) Capsules. Each capsule contains 250 mg. or

500 mg. Ampicitlin as the trihydrate.

° 250 mg./Capsule
NDC 0029-6615-30 . . . botties of 100

500 mg./Capsule

NDC 0029-6620-29 . . . . bottles of 50
NDC 0029-6615-32 . . . bottles of 500 NDC 0029-6620-32 . . . bottles of 500
NDC 0029661531 . . . . . unit dose

cartons of 100

NDC 0029-6620-31 . . . . . unit dose
. cartons of 100

TOTACILLIN {Ampicillin) for Oral Suspension. Each 5 ml. of reconstituted
suspension contains 125 mg. or 250 mg. Ampicitlin as the trinydrate.

125 mg./5 mi. 250 mg./5 mi. .
NDC 0029-6625-21 . . . 80 ml. bottle NDC 0028-6630-21 . . . 80 ml. bottle
NDC 0029-6625-23 . . . 100 ml. bottla NDC 0029-6630-23 . . . 100 ml. botute
NDC 0029-6625-22 . . . 150 ml. bottle NDC 0029-6630-22 . . . 150 mi. bortle
NDC 0029-6625-24 . . . 200 ml. bottle NDC 0029-6630-24 . . . 200 ml. bortle
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for oral suspension i

ampici
’ Equ.ibivalent'_to
7.50 Gm. Ampicillin.,
When reconstituted
each. 5 ml. will contain
150 ml.
Beecham

250 mg.

Ampicillin as the trihydrate
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ampici
laboratories

Equivalent to
10.0 Gm. Ampicillin
When reconstituted
each 5 ml. will contain
250 mg.
Ampicillin as the trihydrate
200 mi.
Beecham

TOTACILLIN®

for oral suspension
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60-666 supplement

Trade Name: Penbritin for Oral Suspension
125mg/5mL and 250mg/5mL

Generic Name: ampicillin trihydrate
Sponsor: Beecham Laboratories

Approval Date: April 14, 1975



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

60-666 supplement

CONTENTS

Reviews / Information Included in this ANDA Review.

Approval Letter(s) X

Tentative Approval Letter(s) .
Final Printed Labeling X
CSO Labeling Review(s)

Medical Officer Review(s)
Chemistry Review(s)
Microbiology Review(s)
Bioequivalence Review(s)
Administrative Document(s)
Correspondence




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

60-666 supplement

APPROVAL LETTER



0 Lo

Beecham

laboratories
65 INDUSTRIAL SOUTH, CLIFT%N, NEW JERSEY 07012 . 201-778-9000
AN
' A 1 e ‘\ CABLE ADDRESS “BEECHPROD’
) ﬁ}}j bi/’ ’ TELEX 133471
op
i; April 8, 1975

REGULATORY DEPARTMENT

PR -

“{¥er wbe of Focd ame 2;: Q@Jﬂﬁ%ut&tiﬁm}
Food and Drug Administration ! D&R& spprovsd m.m.,j/“/f/ 22
Certifiable Drug Review Staff (HERsEH®: #o.
Div. of Generic Drug Monographs :fgiggﬁﬁ .
Bureau of Drugs
5600 Fishers Lane

T TP
A

AR . Ao RS SERPTIY

N0 Grigs

: _ y;g\; soAPGE AT 51D LT ALLOE '
Rockville, Maryland 20852 1§§ §§ﬁ §r %ﬁ&uh SeusaT 1o ;%?ﬁ%lﬁmﬂy»
£60-666 g440 107c)

\_____/
Gentlemen:

Reference is made t6 Beecham Laboratories' approved
Form 6 Antibiotic Application #60-666 covering Ampicillin
for Oral Suspension,distributed by Ayerst Laboratories Inc.
under the trade name ,Penbritin.

We are hereby submitting, in triplicate, a final printed
package insert which is identical to the currently approved
insert, except for the addition of the manufacturer's identi-

fication.
Sincerely,
BEECHAM LABORATORIES
Pp £ .
,&- é’” Cdbtus—
¢
George Vadnai
Manager, Governmental Affairs
GSV:dmm
i3 04
Enclosures <9135




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

60-666 supplement

FINAL PRINTED LABELING



0s-14
PENBRITIN*
{(ampicillin)

- f ~ ;
ORAL SU(S)IrDENSION PEDIATRIC DROPS
125 mg./5 cc. ' for - -

n;gd/ ce ORAL SUSPENSION
250 mg./5 cc. 100 mg./cc.
CAUTION: Federal law prohibits di ing without prescription.

DESCRIPTION
Chemical name: Df — }-alpha-aminobenzyl penicillin

PENBRITIN is an orally active, semisynthetic broad spectrum penicillin. It is inactivated by
penicillinase.

ACTIONS
Microbiologic:
Ampicillin appears to act primarily by interfering with the synthesis or maintenance of the bacterial
cell wall. It strongly inhibits the early fag and logarithmic phases of bacterial multiplication. In
in vitro studies, ampicillin is bactericidal.

PENBRITIN is effective against the usual penicillin-susceptible gram-pasitive organisms, and in

addition, many gram-negative pathogens. It is active /r vitro agamst many strains of the following
bacteria:

GRAM-POSITIVE— Aluha and heta hemolytic occi, nonpenicillinase-producing staphylo-
coccei, Dipl Baciflus anthracis, most strains of enterococci.
GRAM-NEGATIVE — 4. hilus infl Neisseria g i and ingitidis, Proteus mirabilis, -

gsrllem:hla coli, Satmonella {including S. typhosa), Neisseria ca[arrlralls Bactergides funduliformis, and
higeHa

All strains of Pseudomanas and most strains of Klebsiella-Aerobacter are resi . B
ampicillin is destroyed by penicillinase, PENBRITIN /s not effective agam:[ pemclllmase -producing
bacteria.
Pharmacolegic:
PENBRITIN is stable in acid and is therefore not destroved by gastric juice. {(Food, however, retards
absorption.) PENBRITIN is well absorbed and produces high and persistent blood levels of unhound
ampicillin. Ampicillin is the least protein bound of all the penicillins, avegaging 20 percent as con-
trasted with 60 to 80 percent for the others. Blood serum levets of approximately 2 mcg./ml. are
achieved within one to two hours following 2 250 mg. oral dose to fasting adults. Detectable amounts
persistin the blood for about six hours. There are high concentrations in the bile and urine. Ampicillin
diffuses readily into mest hody tissues and fluids. However, penetration into the cerebral spinal fluid
occurs only with meningeal inflammation. Ampicillin is excteted in the urine, largely unchanged, and
this excretion can be delayed by concurrent administration of probenecid.

INDICATIONS »
PENBRITIN is indicated in the of infections due to susceptible strains of the following:

GRAM-NEGATIVE organisms: Shigelfa, Salmonella {including S. typhosal, H. influenzae, E col,
P mirabilis, N. gonorrhoeae, and. N, meningitidis.

GRAM-POSITIVE crganisms: St i icillinase-produci phylococei, and
0. pridumoniae.
Bacteriologic studies to determine the causative organisms and their seasitivity to ampicillin
should be performed. Because PENBRITIN is a broad spectrum antibiotic, therapv may.be instituted
prior to the results of sensitivity testmg

CONTRAINDICATIONS
PENBRITIN is contraindicated in patients with a history of hypersensitivity to any penicillin.

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHYLACTOID) REACTIONS HAVE
BEEN REPORTED IN PATIENTS ON PERICILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE
FREQUENT FOLLOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS-ON ORAL PENI-
CILLINS. THESE REACTIONS ARE MORE APT TO GCCUR IN INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE AL-
LERGENS.

THERE HAVE BEEN REPORTS UF INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENS!-
TIVITY WHO HAVE EXPERIENCED SEVERE REACTIONS WHEN TREATED WITH CEPHALOSPORINS.
BEFORE THERAPY WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE-MADE CONCERNING
PREVIOUS HYPERSENSITIVITY REACTIONS TO PENICILLINS, CEPHALOSPDRINS AND OTHER
ALLERGENS.

IF AN ALLERGIC-REACTION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND THE APPHO
PRIATE THERAPY INSTITUTED. SERIOUS ANAPHYLACTOID- REACTIONS REQUIRE IMMEDIATE
EMERGENCY TREATMENT WiTH EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS, AND AIR-
WAY MANAGEMENT, INCLUDING INTUBATION, SHOULD ALSO BE ADMINISTERED AS lNIlICA'I’EIJ

USAGE IN PREGNANCY: Safety for use in nregnancy has not been-established.
PRECAUTIONS

As with any antibiotic preparation, constant observation for signs. of overgmwth of nnnsusceptlble
organisms, including fungi, is essential. Should superinfection occur {usually invelving Aerabacter,
Pseudomonas, or Candida), the drug should be dlscommued and/ar appropriate therapy instituted.

Periodic assessment of renal, hepatic, and hematopoietic function shoutd be made during prolonged
therapy. This is particularly important in prematures, neonates and other infants.

ADVERSE REACTIONS
As with other penicillins, it may-be e d that d ions will be ially limited to
sensitivity phenomena. These are more likely to occuc in individuals with a history of allergv, asthma
hay fever, or urticaria.
The following adverse reactions have been reported as assomated with the use of ammullm
Gastrointestinal — glossitis, stomatitis, black “hairy” tongue, nausea, vomiting, diarrhea. {These
reactions are usually iated with oral administration. )

1Y

*Mfr. fic'd.under ® 705,484 607, 611, 625




PENBRITIN (ampicillin) for Oral Suspension &
Pediatric Drops for Oral Suspension cont'd.

Hypersensitivity reactions — erythematous maculopapular rashes have been reported fairly fre-

queatly; urticaria, erythema multiforme, and an occasional case of exfoliative dermatitis have been
reported. Anaphylaxis is usually associated with parenteral administration.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may be controlled wnh antihista-
mines and, if necessary, systemic corticosteroids. Whenever such reactions occur, ampicillin should
be discontinued unless, in the opinion of the physician, the condition being treated is life-threatening
and amenable only te ampicillin therapy.

Hepatic — A moderate rise in serum glutamic oxaloacetic transaminase (SGOT} has been noted,
particularly in infants. The significance of this finding is unknown.

Hemic and lymphatic —anemia, thrombocytopenia,- thrombocytopenic purpura, eosinophilia,
leukopenia, and agranulocytosis have been reported. These are usually reversible on discontinuation
of the drug, and are believed to be hypersensitivity phenomena.

DOSAGE AND ADMINISTRATION

Infection Usual Dosage* Usual Dosage™
Adults * Childrent
Respiratory tract 250 mg. g. 6 h. "50 mg./ko./day in
equal doses q. 6-8 h.
Gastrointestinal tract 500 mg. q. 6 h. —- %- 108 mg./kg./day in

Genitourinary tract — equal doses q. 6-8 h.
Urethritis in Males or 3.5 Gm. single oral dose administered si-

Females due to multaneously with 1.0 Gm. of probenecid

N. gonarrhoeas In the treatment of complications of gon-
orrheal urethritis, such as prostatitis and
epididymitis, prolonged and nntenswe ther-

apy is recommended.

Cases of ganorrhea with a suspected pri-
mary lesion of syphilis should have dark-
field examinations before receiving treat-
ment. in all other cases where concomitant
syphilis is suspected, monthly serologic
-tests shoutd be made for a minimum of four
months.

* Larger than usual dosages may be required for stubborn or severe infections. Smaller doses than those recommended above
should not be used. -

tThe children's dosage is intended lor individuals whose weight will notcause a dosage to be calculated greater than (hat
recommended for adults. Children weighing more than 20 kg. {44 Ib.} should be given the adult recommended dosage.

PEDIATRIC DROPS: !
A duggested dosage regimen is:
Under 12 Ib. — 0.6 cc. g. 6 hours.
12-25 1b. — 1.0 cc. q. 6 hours.
25-44 |b.— 2.0 cc. g. 6 hours.

DURATION OF TREATMENT: Medications should be continued for atleast 48 to 72 hours after all

symptoms have subsided o cultures have b ive. For any caused by hemolytic
strentncoccn at least 10 days of treatment is recommended to help prevent the occurrence of acute
fever or gl hriti

DIRECTIUNS FOR MIXING DRAL SUSPENSIONS

Prepare suspensions at time of dispensing as follows: Add the required amount of water (see
table below] to the bottle and shake vigorously. Each teaspoonful (5 tc.) of reconstituted Oral
Suspension will contain 125 mg. or 250 mg. ampicillin, depending upon the initial concentration.
Each cc. of reconstituted Pediatric Drops will contain 100 mg. ampicillin.

Amount of Water Required

Bottle Size . for Reconstitution
100 cc. Oral Suspension L B ce.
200 cc. Oral Suspension - E 132 cc.

20 cc. Pediatric Drops . . o 11.5¢cc.
SHAKE WELL BEFGRE USING.
STABILITY

ORAL SUSPENSION: No refrigeration required before li\ixing.- After mixing, suspension may be kept
at room temperature {70° F) for 7 days or in.a refrigerator {40°F.) for 14 days without significant
loss of potency. KEEP TIGHTLY CLOSED.

PEDIATRIC DROPS: No refrigeration required before mixing. After mixing, suspension may he
kept in a refrigerator for 14° davs without signifieant loss. of potencv KEEP TIGHTLY CLOSED

HOW SUPPLIED
PENBRITIN (ampicillin} for Oral Suspension — whan reconsmuted

Each 6 cc. [one teaspoonful) contains 125 mg. ampicillin’ as the tnhvdrate; Bottles for 100 c¢
(NDC 0046-0607-86} and 200 cc. (NDC 0046-0607-82).

Each individual-dose sealed envelope provides a single dose of amplmllm anhvdrous equivalent
to 125 mg. ampicillin. Packages-of 40°(NDC 0046- 0607-40).

Each 5 cc. (one teaspoonful) contains 250 mg. ampicillin as the trihydrate. Bunles for 100 cc.
{NDC 0046-0611-86) and 200 cc.- {NDC 0046-0611-82).

Each individual-dose sealed envelope provides a ‘singlé dose of amplculhn anhvdrous equcvalent
to 250 mg. ampicillin. Packages of 40 (NDC 0046- 0611-40).
PENBRITIN {ampicillin} PEDIATRIC DROPS for Oral Suspension — when reconstltuted

Each cc. contains 100 mg. ampicillin as the trihydrate. Bottles for 20 cc. (NDC 0046:0625-20).
Manut red by Beecham Laboratories, Div. of Beecham Inc., Bristol, Tenn. 37620 -

Dlstrlbuted by
AYERST LABORATORIES INCORPORATED .
New York, N.Y. 10017

Revised February 1975. 6947/8 . Printed in U.S.A.
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Sponsor: Beecham-Massengill Pharmaceuticals

Approval Date: June 21, 1973
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Srmaceationls

DiV. OF BEECHAM INC. CLIFTON, NEW JERSEY -
65 INDUSTRIAL SOUTH CABLE ADDRESS “BEECHPROD'*

CLIFTON, NEW JERSEY 07012 TELEX 133471
P NEW JERSEY  201-778-9000
P _—_‘R\\\\\\\\ PHONES  rennEssEE 615-764-5141
-~ \
P \
S !
#
e /
) /./'_i‘r /’/_ -
A June 5, 1973/ )
4
/ : 4
; \ Date___-_-___f%[ggj/ 13 __
; B B
. —
| T Bccouns Moo
! e

Food and Drug Admihistration e
Bureau of Drugs : o oz :
Certifiable Drug Review Unit (BD-145) Depar
Anti-Infective Drug Products Division
5600 Fishers Lane

Rockville, Maryland 20852

c
v

§ Re: Ampicillin Trihydrafelfor
Pediatric Drops

Gentlemen:

By this letter, we authorize the Administration to refer
to and incorporate all information contained in Beecham-Massengill
Pharmaceuticals' Master Files DMF w——ems, DMF —womees and Form 6
#60-666 into the Form 6 Application for Penbritin (ampicillin
trihydrate) for Pediatric Drops, 100 mg./cc., sponsored by Ayerst
Laboratories, New York, N.Y. :

Sincerely yours,

BEECHAM-MASSENGILL PHARMACEUTICALS

¢ Vodia

George Vadnai _
Manager, Governmental Affairs

GSV :dmm

Cc: Mr. J. Barbieri, Ayerst Labs.
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Seccham-Alassengitl Frmtins. """

o
DIVISION OF BEECHAM INC. CLIFTON, NEW JERSEY,

65 INDUSTRIAL SOUTH
CLIFTON, NEW JERSEY 07012

REGULATORY DEPARTMENT

CABLE ADDRESS ”BEECHI;ROD”
TELEX 133471

PHONE: 201-778-9000

December 19, 1973

-

uat; Ap#ré%d f'/ 7 / 2%

Food and Drug Administration
Div. of Anti-Infective Drug Products FO ;'_ .
Certifiable Drug Review Staff (HFD~-145) #&%@pP™™
Bureau of Drugs ‘
5600 Fishers Lane : -
Rockville, Maryland 20852

dissicaer of Fooud and Drugs
{ of Heaith, Sducation &nd

¢S E

* Re: #60-666

Gentlemen:

Reference is made to Beecham-Massengill Pharmaceuticals'
approved Form 6 Antibiotic Application for Ampicillin Trihydrate
for Oral Suspension. We hereby wish to supplement our Applica-
tion to provide 18 months stability data for the 6 initial pilot
batches on which the formula change in 1972 was based.

In addition, we are transmitting 6-8 months stability data
for — production size batches.
Sincerely,

BEECHAM-MASSENGILL PHARMACEUTICALS

George ¥
Manager, GOVerpjiWg

GSV: dmm

Enclosures



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

60-666 supplement

CORRESPONDENCE



P mtopy e <

gl e e

January 7, 1974

Our reference:
60-666 (146a.118)

George Vadnai -
Manager, Governmental Affairs
Beecham~-Massengill Pharmaceuticals

65 Industrial South

Clifton, New Jersey 07012

Dear Mr. Vadnai:

This will acknowledge receipt of your letter of December 19, 1973
with which you furnished stability data for the revised formolation
of your Ampicillim Trihydrate for Oral Suspemsion, 125 mg/5 mi.

and 250 mg./5 ml. :

The data appear to be satisfactory and will be added to the Form 6
file for this preduct, '

A signed copy is enclosed for your files,

Sincerely yours,

Milton Eisler
Cextifiable Drug Review Staff (HFD-145)
Division of &nti-Infective Drug Products

Enclosure

cc: NWK-DO

- 145
HFD- 145/0D
HFD~ 430/1ab.
MEisler:hb
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DIVISION OF BEECHAM INC. CLIFTON, NEW JERSEY

65 INDUSTRIAL SOUTH

CABLE ADDRESS ""BEECHPROD”
CLIFTON, NEW JERSEY 07012 TELEX 133471
REGULATORY DEPARTMENT

PHONE: 201-778-9000

May 24, 1974
Daitie Eppﬁzﬂﬁved | 7 3 i/’ 7 - _

Food and Drug Administration Agtounl Ha.
Div. of Anti-Infective Drug Products
Certifiable Drug Review Unit (HFD-145)
Bureau of Drugs

5600 Fishers Lane

Rockville, Maryland 20852

Re: #60-666 (149b.15)

»
Gentlemen: » -

Reference is made to Beecham-Massengill Pharmaceuticals'
approved Form 6 Antibiotic Application for Ampicillin for Oral
Suspension (Totacillin, Alpen, Pen A). We hereby wish to sup-
plement our Application to provide for the child-resistant safety
closure required by the Poison Prevention Packaging Act. The
following information is enclosed:

1. Specifications for the === safety closure used for the
Ampicillin for Oral Suspension packages. The oo’
'— which could be in contact with the drug is identical
to the liner used with the metal caps utilized prior to
the April 16 implementation of the Regulations.

2. Accelerated and short-term, comparative stability data for
the safety closure. The long~term stability testing is
continuing, and periodic reports will be submitted as the
data becomes available.

This supplement is submitted in triplicate.

Sincerely,

L
- ) "
A 3
il N
gy 3,
/
I ¥ .
2/
« A ’( .
. 4
; i (= X
;

Georgeiﬁbdn%;
Manager, GoverNfental

GSV :dmm
Enclosures
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DIVISION OF BEECHAM INC. CLIFTON, NEW JERSEY

(BMP

65 INDUSTRIAL SOUTH CABLE ADDRESS ""BEECHPROD'
CLIFTON, NEW JERSEY 07012 TELEX 133471

REGULATORY DEPARTMENT

June 19, 1974

PHONE: 201—778-9000

e
3
5

0 % SE A AR

f,f e && y;:;;;‘”i“‘“‘“““’*

Food and Drug Administration *
Div. of Anti-Infective Drug Produéﬁﬁmﬁ et
Certifiable Drug Review Staff (HF@w :
Bureau of Drugs ‘
5600 Fishers Lane

Rockville, Maryland 20852

Gentlemen:

Reference is made to Beecham-Massengill Pharmaceuticals'
approved Form 6 #60-666, covering Ampicillin Trihydrate for
Oral Suspension, distributed by Lederle Laboratories under the
trade name Alpen.

We are submitting, in triplicate, final printed labeling
which reflects the labeling changes required by the revised
Ampicillin Regulations.

Sincerely,

BEECHAM-MASSENGILL PHARMACEUTICALS

(}207’& Vedlies
George Vadnai
Manager, Governmental Affairs

%55*/ |
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ALPEN*
AMPICILLIN
for Oral Use
'DE SCRIPTION

ALPEN ampicillin is derived from the penicillin
nucleus, 6 - aminopenicillanic acid (6-APA). Chem-
ically it is D (—) a - aminobenzylpenicillin triydrate.

ACTIONS

MICROBIOLOGY:

Ampicillin is similar to benzyl penicillin in its bacteri-
«cidal.- action - against sensitive organisms during the
stage :of active multiplication. It acts through the
inhibition. of -biosynthesis of. cell wall mucopeptide.
Amp|c|llm dnffers in in vitro spectrum from benzyl-
pemcﬂhn in’ the “Gram- -negative’ spectrum. It exerts
high' in'vitro actnv:tv -against many strains  of ‘Hemo-
philas' ‘influenzae,  Neisseria gonorrhoeae, - Neisseria
‘meningitidis and-Neisseria catarrhalis, Escherichia coli,
Proteus mirabilis, Bacteroides funduliformis, Salmio-
nellae, and Shlgellae.

In'vitro studies have also demonstrated the sensitivity
of many strains of the following Gram-positive bacter-
ia: alpha- and- beta-hemolytic streptococci, Diplococ-
cus pneumoniae, nonpenicillinase-producing staphy-
lococci, Ba::///us anthracis, and most strains of entero-
cocci and clostridia. Ampicillin.generajly provides less
in vitro activity than pericillin-G' agalnst Gram-positive
bacteria.’ ‘Because it ‘does not resist® destruction by
pemcnllmase it is:‘not “effective against -penicillinase-
producmg bacteria; artlcularly resistant staphylococ-

All strains of Pseudomonas and most .strains of
Klebslella and Aerobacter are resnsmnt

PHARMACOLOGY:

ALPEN ampicillin is acid stable and, therefore well
absorbed. Food, however, retards absorption. Blood
serum levels of approximately -2 mcg. /mi. are attamed
wathln 1-2-hours following a 250 | |

tissues and fldi ith the exception of br
spmal fluid except when meninges are’ |nf|amed
Highér seruth fevelsiare obfamed follow:hlg‘ M inijec-
tion. Most of the ampicillin‘is‘éxéréted’ uUnchangedin
the :urine :and:cthis  éxcretioncan: be. délayed: by
concurrent administration. of probenecid:“The :active
form appears in the bile in hlgher concentrations than
found in-the serum. Ampicillin is least serum bound of
all the penicillin’s, averaging about 20% compared to
approximately 60%-90% for other penicillins.

INDICATIONS

ALPEN ampicillin ns.mdncated in the treatment of:

infections due to susceptible strains of the following:
Gram-Negative Organisms - Shigellae, Salmonellae (in-
cluding S. typhosa), H. influenzae, E. coli, P. mirabilis,

“N. gonorrhoeae and N. meningitidis. .
Gram-Fositive' Organisms - Streptococci, D. pneumo-: R

giae, andinonpenicillinase:producing, staphylococci... -

in and

. Gastraintest,

(fm————

Because of its wide spectrum and bactericidal action,
it may be useful in instituting therapy; however,
bactenologlcal studies to determine the causative
organisms and their sensmwty to ampicillin shouild be
performed.

Indicated surgical procedures should be performed.
CONTRAINDICATIONS

The use of this drug is contraindicated in individuals -

with.a. history of an allergic reaction to any of the
penicillins.

WARNINGS _
SERIOUS AND OCCASIONALLY FATAL HYPER-

SENSITIVITY (ANAPHYLACTOID) REACTIONS -

HAVE BEEN REPORTED IN PATIENTS ON PENI-
CILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS
MORE FREQUENT FOLLOWING PARENTERAL
THERAPY IT HAS OCCURRED IN PATIENTS ON
ORAL PENICILLINS. THESE REACTIONS ARE
MORE APT TO OCCUR IN {NDIVIDUALS WITH A
HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO
MULTIPLE ALLERGENS. THERE HAVE BEEN
REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICH.LIN HYPERSENSITIVITY WHO HAVE EX-
PERIENCED SEVERE REACTIONS WHEN TREAT-
ED WITH CEPHALOSPORINS. BEFORE THERAPY
WITH A PENICILLIN, CAREFUL INQUIRY
SHOULD BE MADE CONCERNING PREVIOUS
HYPERSENSITIVIYY REACTIONS TO PENICIL-
LINS, CEPHALGSPORINS, AND OTHER ALLER-
GENS. IF "‘AN' ALLERGIC REACTION OCCURS,
THE DRUG SHOULD BE DISCONTINUED AND
THE APPROPRIATE THERAPY INSTITUTED. SER-
IOUS ANAPHYLACTOID. REACTIONS - REQUIRE
IMMEDIATE EMERGENCY TREATMENT WITH
EPINEPHRINE. OXYGEN, INTRAVENOUS STER-
OIDS, ANY AIRWAY MANAGEMENT, INCLUDING
INTUBATION, SHOULD ALSO BE ADMINISTERED
AS INDICATED. S

USAGE IN PREGNANCY. L
Safety for use in pregnancy has not been establlshed

PRECAUTIONS B e e
As with any artibiotic preparataon constant o
tions for signs-of overgrowth’ of nonsasceptib
isms, including fungi, are essential. Should supennfec—
tion--occur{usually. involving Aerobacter,: Rseudomo-
nas, -or: Candida),. the drug.shouldibea: dlscontlnued
and/or appropriate-therapy instituted. .
As with any potent agent, it is advnsable’ €6
periodically for' ‘organ - system dysfiihction during
prolonged therapy; this..includes. renal,hepatic;.and
hematopeietic isystems. This is partlcularly |mportant
in prematures, neonates and other infants. i
ADVERSE REACTIONS

As with other penicillins, it may be expected that
untoward reactions will be essentially limited to
sensitivity phenomena. They are more likely to occur
in individuals who have previously demonstrated

-hypersensitivity to penicillins and in those with a

history of allergy, asthma, hay fever, or urticaria.
dverse reactions have been reported as
associatediawith the use of ampicillin:

- Glossitis, stomatitis, black “hairy”
'omiting, diarrhea. (These reactions

tongue

.-are, usuallv‘assomated with-oral dosage forms.)

*® 872,458 of Mfr.



Hypersen.i'itivity Reactions — An erythematous Mmacu-
lopapular rash has been reported fairly frequently.
Urticaria and erythema multiforme have been reported
Occasionally. A few cases of exfoliative dermatitis have

NOTE:

Urticaria, other skin rashes, and serum sickness-like
reactions may be controlied with antihistamines and,
if necessary, systemic corticosteroids. Whenever such
reactions occur, ampicillin should be discontinued
unless, in the opinion of the physician, the condition
being treated is life-threatening and amenable only to
a_mpicillin therapy.

LIVER =~ A-moderate rise in serum giutamic oxaloa-
cetic transaminase (SGOT) has been noted, particular-
fy .in infants, but the significance of this finding is
unknown.

HEMIC AND LYMPHATIC SYSTEMS — Anemia,
thrqmbocytopenia, thrombocytopenic purpura, eosin-
ophilia,-leukopenia, and agranulocytos_is_ have been

DOSAGE ,
Infections of the ear, nose, throat, and lower respira-
tory tract due to ‘streptococci, pneumococci, and
nonpenicillinase-producing staphylococei: and also
those .infections of the upper and lower respiratory
tract due to H., influenzae, - :
Adults: 250 mg, every 6 hours. - .
Children: 50 mg./kg./day in divided doses every 6 or.8
hours, . ’ : v

Infections. of the ge_!hitaurinary‘ \ti;acg_ c_allls‘éd: by séli&i—
tive' Gr_'am'fhég._a_til(e and Gra_{ﬁ-positilg’é' ba;jpe(ia. i
Aduits: 500 mg, ‘every ‘6 hours. Larger doses may pe
required for severe infections.- )
Children: 100 mg./kg./day in divided doses every 6
hours;:< e - .
Ung:omp/ica ted urethritis due to . gonorrhogae.

Aduit. mmales and females:. 3.5 grams. single .oral. dose
ad mistgre_d simultaneously. with 1.0 gram of proben-
ee
Cases o gonorrhea: with 3 suspected. lesion of Syphilis
shouldhave daikffield.examinations- before. recejving
ampicillin, and monthly serological - tests: for-a: minj-
mum.of 4 mopths, . Lo . s
Infections, of the gastrojntestinal tract. - e
Adulgs: 500 mg. every: Hours, © .. ;
Chiildren:: 100°:mg.f

hours. KRSAEI

./day - in ‘divided doses every. 6

R

o

Lederte )

LEDERLE LA

/
;

f‘.

BRI -'Distributedby

RATORIES DIVISIQN.

==ATrierican Cyanamid Company:

Larger doses may be required’ for stubborn or severe
infections. The children’s dosage is intended for
individuals whpsg weight will not cause a dosage to be

It should pe .recognized. that in the treatment of
chronic urinary fract and ‘intéstinal ‘infections, fre-
quent bacteriological and clinical appraisals are neces-
sary. Smaller doses than those recomriended above
should not pe used. Even higher doses may be needed
at times. |n stubborn infections, therapy‘;mav.: be
required for several weeks. It may be necessary to
continue clinical and/or bacteriolagical foliow-up' for
several months after cessation of therapy. L
Treatment should be continued for a minimum of 48
t0 72 hours beyond the time- tiit the patient-becomes

been obtained. it IS recommended’ that there -be -at
least 10 days’ treatiment for any infection caused: by
heémolytic streptococci, to help prevent the -occu ¢
of acute theumatic fever or glb‘frierulonia_p'hritis'.j

DIRECTIONS 'fd;ﬁ,Ml'me‘oRAL SUSPENSIO|

the bottle and sh’akeuvigorously
ec.) will contain 125 mg: or 250

Amount of watsr”
Bottle Size Required for Reconstitution
v IR . - .

80cc. - : .07 B3l

‘100cc. e 66 cc.
150cc. - . T00°¢c,
200cc. S 132 ‘cc.”

CAKE WELL BEFORE USING,
Keep bottle tightiy: closed. The recanstjtuted,su

sion .is_stable ,'_f;q‘rj.-_.day_s at: rébma temperature. (7

and 14 days under }efrigeratio,nf(40°_F)! .
HOW SuUPPLIED -~ .- o
ALPEN ampicillin” Capsulés. Each capsule”'¢a
ampicillin trihydrate equivalent to. 250,
ampiciltin, . .-
Product No. 3835
Product No. 3836 --
ALPEN ¥or

250 mg.

Product‘No..
50iccrand:200¢c, -




Directions for Mixing
Prior to Dispensing:
Loosen powder, add a
total of 53 cc of water

in two portions and shake
well after each addition.
EACH 5 cc CONTAINS:
Ampicillin trihydrate
equivalent to 125 mg.
Ampicillin.

Date Reconstituted

Ampicillin

for USUAL DOSAGE:

whan stored under refrigeration discard unused portion after 14 days,

When stored at room temperature discard vaused portion after 7 days;
Control No.

KEEP TIGHTLY CLOSED
SHAKE WELL BEFORE USING

Exp. Date

Oral Suspension

equivalent to 2.5 Grams Ampicillin

Cherry Flavored

When_Reconstituted Each 5 cc
contains Ampicillin Trihydrate
equivalent to

125 mg. ampicitin

CAUTION: Federal law prohibits

without p

100 cc (when reconstituted)

- Children:
o Oral Suspension 50100 me /ke /ey
Zz . - in divided doses
@ equivalent to 2.0 Grams Ampiciilin every 6-8 hours.
2 a Cherry Flavored Adults: - T
8 [+ When Reconstituted Each 5 cc 250-500 mg. every 6 hours.
=22 contains Ampicillin Trihydrate IMPORTANT:
o u equivalent to Read accompanying
il literature for
Ed §§ 125 mg. Ampiciilin indications, _dosage
[CE CAUTION: Federal law prohibits and precautions.
: ;-' 53 é £ dispensing without prescription. Distributed by
cc g e . LEDERLE LABORATORIES
E% §g A d 80 cC (when reconstituted) DIVISION
e B i 3 3 American Cyanamid Company
Pearl River, N.Y. 10965
»
¥
f\)
2 Directions for Mixing
o Prior to Dispensing:
g Loosen powder, add a
Z total of 66 cc of water
€ * in two portions and shake
8 e n well after each addition.
° EACH 5 cc CONTAINS:
a . ."_ Ampicillin trihydrate -
equivalent to 125 mg.
Amp":| In Ampicillin.
for USUAL DOSAGE:
Children:

50-100 mg./kg./day

in divided doses

every 6-8 hours.

Adults:

250-500 mg. every 6 hours.
{IMPORTANT:

Read accompanying
literature for
indications, dosage
and precautions.
Distributed by

LEDERLE LABORATORIES
DIVISION

American Cyanamid Company
Pearl River, N.Y. 10965



Date Reconstituted

ed portion after 7 days;

igeration discard unused portion after 14 days.

perature discard unus

EFORE USING

KEEP TIGHTLY CLOSED

SHAKE WELL B
When stored at ro
when stored und

Cantrol No,

Date Reconstituted

When stored at room temperature discard unused pqrtion after 7 days;
when stored under refrigeration discard unused portion atter 14 days.

KEEP TIGHTLY CLOSED
SHAKE WELL BEFORE USING

Control No.
Exp. Date

3840-49

Alpen*
Ampicillin
for

Oral Suspension

equivalent to 3.75 Grams Ampicillin
Cherry Flavored

When Reconstituted Each 5 cc
contains Ampicillin Trihydrate
€quivalent to

125 mg. Ampicillin

CAUTION: Federal law prohibits
dispensing without prescription,

1 50 CC (when reconstituted)

Exp. Date

| st

3

Alpen*
Ampicillin
for

Oral Suspension

equivalent to 5.0 Grams Ampicillin

Cherry Flavored

When_Reconstituted Each 5 cc
contains Ampicillin Trihydrate
equivalent to

125 mg. ampicitiin

CAUTION: Federal law prohib_its
dispensing without prescription.

200 cc (when reconstituted)

NOC 0005-

Directions for Mixing
Prior to Dispensing:
Loosen powder, add a
total of 100 cc of water
in two portions and shake
well after each addition.
EACH 5 cc CONTAINS:
Ampicillin trihydrate
equivalent to 125 mg.
Ampicillin.
USUAL DOSAGE:
Children: -t
50-100 mg./kg./day, .
in divided doses
every 6-8 hours.
Adults:
250-500 mg. every 6 hours.
IMPORTANT:
Read accompanying
literature for
indications, dosage
and precautions.
Distributed by
LEDERLE LABORATORIES
DIVISION
American Cyanamid Company
Pearl River, N.Y. 10965

Directions for Mixing
Prior to Dispensing:
Loosen powder, add a
total of 132 cc of water
in two portions and shake
well after each addition.
EACH 5 cc CONTAINS:
Ampicillin trihydrate
equivalent to 125 mg
Ampicillin.
USUAL DOSAGE:
Children:
50-100 mg./kg./day
in divided doses
every 6-8 hours.
Adults:
250-500 mg. every 6 hours.
IMPORTANT:
Read accompanying
literature for
indications, dosage
and precautions.
Distributed by
LEDERLE LABORATORIES
DIVISION
American Cyanamid Company
Pearl River, N.Y. 10965



KEEP TIGHTLY CLOSED

NDC 0005- Directions for Mixing
- 384143 Prior to Dispensing:

SHAKE WELL BEFORE USING

American Cyanamid Company

‘! MtE .
. e - D3 Ppeari River, N.Y. 10965

B ——— Loosen powder, add a
2 I : total of 53 cc of water
£g¢ * in two portions and shake
S | AI e n well after each addition.
5T EACH 5 cc CONTAINS:
28 I o eree Ampicillin trihydrate
Sc equivalent to 250 mg.

g | Ampwl"'“ Ampicillin.
S for USUAL DOSAGE:
53 | . Children:
s: Oral Suspension 50100 me./z./day
ST I ) o in divided doses
2 s equivalent to 4.0 Grams Ampicillin every 6-8 hours
;é [ Cherry Flavored Adults:
52 i 250-500 mg. every 6 hours.
=] When R tituted Each 5 cc
&5 | coneg:in: ‘Ampicillin Trihydrate IMPORTANT:
22 equivalent to Read accompanying

2 l literature for — <. a
e3 250 LTS Ampiciltin indications, dosage
3 g g l CAUTION: federal taw prohibits and precditions.
35 Eﬁ ,"-;f dispensing without prescription, Distributed by
ces e . . LEDERLE LABORATORIES
Eg g I g 80 cc {when reconstituted) DIVISION
TEa l o . . ) .

1

Directions for Mixing
Prior to Dispensing:

American Cyanamid Company
Pearl River, N.Y. 10965

B
g l Loosen powder, add a
6,5 : = total of 66 cc of water
855 , * in two portions and shake
~EE e n well after each addition.
iie | EACH 5 cc CONTAINS:
254 . wgge Ampicillin trihydrate
s l Amplc"hn equivalent to 250 mg.
8% Ampicillin.
e l for éJhSUAL DOSAGE:
g8 « ildren:
gt | Oral Suspension 50100 g /ke./day
a g §§ equivalent to 5.0 Grams Ampicillin :er:ler'\‘(”g%dh?)?fris
i i l Cherry Flavored Adults:
o g ig When Reconstituted Each 5 cc 250-500 me. every 6 hours.
6 L ES l contains Ampicillin Trihydrate IMPORTANT:
> i 2z equivalent to IRtead accompanying
55 iterature for
Ed8s o literatu
gg £t l 250 Lt F- 3 Ampiciltin indications, dosage
2233 . CAUTION: Federal law prahibits and precautions.
a § 2 g2 ' ,'31 dispensing without prescription. Distributed by
W cct ) . . LEDERLE LABORATORIES
WY 2s
uxzss l $ 100 cc (when reconstituted) _ DIVISION
i




Date Reconstituted

Alpen*
Ampicillin

for

Directions for Mixing
Prior to Dispensing:
Loosen powder, add a
total of 100 cc of water
in two portions and shake
well after each addition.
EACH 5 cc CONTAINS:
Ampicillin trihydrate
equivalent to 250 mg.
Ampicillin.

USUAL DOSAGE:

When stored at room temperature discard unused portlon after 7 days;
when stored under refrigeration discard unused portion after 14 days.

Contrel Na.

KEEP TIGHTLY CLOSED
SHAKE WELL BEFORE USING

Exp. Date

Date Reconstituted

Children:

50-100 mg./kg./day
in divided doses
every 6-8 hours.

Oral Suspension

to 7.5 Grams A

Adults:
Ch
—_—y Flavored 250-500 me. every 6 hours.
en Reconstituted Each 5 cc IMPORTANT— ~~ -

contains Ampicillin Trihydrate
equivalent to

250 mg. Exri

CAUTION: Federal law prohibits
dispensing without prescription.

Read accompanying,
literature for
indications, dosage
and precautions.
Distributed by
LEDERLE LABORATORI
150 cc (when reconstituted) DIVISION €S
. T American Cyanamid Company

; ,‘?gz;fsa orMe. Pearl River, N.Y. 10965

When stored at room temperature discard unused portion after 7 days;
when stored under refrigeration discard unused portion after 14 days.

KEEP TIGHTLY CLOSED
SHAKE WELL BEFORE USING

Control No.
Exp. Date

S5 total of 132 cc of water
Ampicillin trihydrate
. Children:
Oral Suspension
Cherry Flavored Adults:
250 mg. e

Directions for Mixing
Prior to Dispensing;
* in two portions and shake
A pe n well after each addition.
Ampici"in equivalent to 250 mg.
Ampicillin.
50-100 mg./kg./day
equivalent to 10.0 Grams Ampicillin in divided doses
When Reconstituted Each 5 cc 250-500 mg. every 6 hours.
contains Ampicillin Trihydrate
CAUTION: Federal law prohibits
dispensing without prescription.

Loosen powder, add a
EACH 5 cc CONTAINS:
for ' USUAL DOSAGE:
every 6-8 hours.
equivalent to
200 cC (when reconstituted)

IMPORTANT:

Read accompanying
literature for
indications, dosage

and precautions.
Distributed by

LEDERLE LABORATORIES
DIVISION

American Cyanamid Company
Pearl River, N.Y. 10965
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60-666 supplement

Trade Name: Totacillin for Oral Suspension
125mg/5mL and 250mg/5mlL

Generic Name: ampicillin trihydrate
Sponsor: Beecham-Massengill Pharmaceuticals

Approval Date:  July 23, 1974
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DiVISION OF BEECHAM INC. CLIFTON, NEW JERSEY

(BMP

65 INDUSTRIAL SOUTH
CLIFTON, NEW JERSEY 07012

REGULATORY DEPARTMENT

CABLE ADDRESS ""BEECHPROD"
TELEX 133471

PHONE: 201-778-9000

July 12, 1974

nateaa»mwaa /23 /4/ -

Bocoumt Moo e

Food and Drug Administration “i? f é

Div. of Anti-Infective Drug Products Signed m/ﬁé

Certifiable Drug Review Staff (HFD-145) .. iue .l ). _,~¢,4aamuuwu@s
Bureau of Drugs Dopartgbnt b neaith, Bducsbionand
5600 Fishers Lane : > Welfiare
Rockville, Maryland 20852 -

Re: #60-666 (440.107c)

' 3 Gentlemen:

Reference'ls made to Beecham-Massengill Pharmaceuticals'
approved Form 6 Antibiotic Application for Amp1c1llln Trlhy—'
drate for Oral Suspension.

We hereby wish to supplement our Application to provide
for final printed labeling which reflects the. labeling changes
required by the rev1sed Ampicillin Regulations.

e

This supplement is submitted in tﬁ;pllcate.

Sincerely,

BEECHAM-MASSENGILL PHARMACEUTICALS
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Massengill

Ampicillin
for Oral Suspension
Equivalent to
2.0 Gm. Ampicillin
When reconstituted
each 5 cc. will contain
80cc. (224 fl. 0z.)
PHARMACEUTICALS
OIV. OF BEECHAM iNC. BAISTOL. TENN, Sreze

TOTACILLIN®

Ampicillin as the trihydrate
Beecham-
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PHARMACEUTICALS.
OV OF BEECHAM INC BRISTOL. TENN Y&20

NDC 0029-6625-23
TOTACILLIN®
Ampicillin
Equivalent to
2.5 Gm. Ampicillin
When reconstituted
each 5 cc. will contain
Ampicillin as the trihydrate
100 cc. (3% fl: 02.)
Beecham-Massengill

for Oral Suspension
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125 mg.
Ampicillin as the trihydrate

Equivalent to
5.0 Gm. Ampicillin

Ampicillin

for Oral Suspension
Wheri reconstituted
each 5 cc. will contain
200 cc. (6% fl. oz.)
Beecham-Massengill
PHARMACEUTICALS
DIV. OF BEECHAM INC BRISTOL, TENN. 37620
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Beecham-Massengill
TOTACILLIN®

AMPICILLIN
APSULES p
C250 ORAL SUSPENSION
mg. 125 mg./5 cc.
and and
500 mg. 250 mg./5 cc.

DESCRIPTION
TOTACILLIN {ampicillin) is derived from the penicillin nucleus, 6-amino-
penicillanic acid {6-APA), isolated by Beecham. Chemically it is D (-)ce-
aminobenzy! penicillin trihydrate.

ACTIONS

MICROBIOLOGY:
TOTACILLIN (ampicillin} is similar to benzyl penicillin in its bactericidal
action against sensitive organisms during the stage of active multiplica-
tion. It acts through the inhibition of biosynthesis of ceil wall mucopep-
tide. TOTACILLIN (ampicillin) differs in in vitro spectrum from benzyl peni-
cillininthe Gram-negative spectrum. It exerts high in vitro activity against
many strains of Haemophilus influenzae, Neisseria gonorrhoeae, Neis-
seria meningitidis, Neisseria catarrhalis, Escherichia coli Proteus
mirabilis, Bacteroides funduliformis, Salmonellae and Shigellae.
In vitro studies have also demonstrated the sensitivity of many strains of
the foilowing Gram-positive bacteria: alpha- and beta-hemoalytic strep-
tococei, Diplococcus pneumoniae, nonpenicillinase-producing staph-
ylococei, Bacillus anthracis, and most strains of enterococci and clos-
tridia. Ampicillin generally provides less /in vitro activity than peniciilin
G against Gram-positive bacteria, Because it does not resist destruction
by peniciliinase, it is not effective against penicillinase-producing bac-
teria, particularly resistant staphylococci. All strains of Pseudomonas
and most strains of Kiebsiella and Aerobacter are resistant,
PHARMACOLOGY:
TOTACILLIN (ampicillin) is acid stable and, therefore, well absorbed. Food,
however, retards absorption. Blood serum levels of approximately
2 mcg./mi. are attained within 1-2 hours following a 250 mg. oral dose
given to fasting adults. Detectable amounts persist for about 6 hours.
TOTACILLIN (ampicillin) diffuses readily into all body tissues and fluids
with the exception of brain and spinal fiuid except when meninges are
inflamed. Higher serum levels are obtained following .M. injection.
Most of the ampicillin is excreted unchanged in the urine and this excre-
tion can be delayed by concurrent administration of probenecid. Tha ac-
tive form appears in the bile in higher concentrations than found in the
serum. TOTACILLIN {ampicillin} is one of the least serum bound of all the
penicillins, averaging about 20% compared to approximately 60%-90% for
other peniciflins.

INDICATIONS
TOTACILLIN (ampicillin) is indicated in the treatment of infections due
to susceptible strains of the following: .

Gram-negative Organisms: Shigellae, Salmonellae {including S. ty-
phosa), H. influenzae, E. coli, P." mirabilis, N. gonorrhoeae, and N.
meningitidis.

Gram-positive Organisms: Streptococci, D. pneumoniae, and non-
penicillinase-producing staphylococci.

Because of its wide spectrum and bactericidal action, it may be useful in
instituting therapy; however, bacteriological studies to determine the
causative organisms and their sensitivity to ampicillin should be per-
formed.

Indicated surgical procedures should be performed.

CONTRAINDICATIONS
The use of this drug is contraindicated in individuals with a history of an
allergic reaction to any of the penicillins.

WARNINGS
SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHY-
LACTOID) REACTIONS HAVE BEEN REPORTED IN PATIENTS ON PENI-
CILLIN THERAPY, ALTHOUGH ANAPHYLAXIS IS MORE FREQUENT
FOLLOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS
ON ORAL PENICILLINS. THESE REACTIONS ARE MORE APT TO OCCUR
IN INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE ALLERGENS.
THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY WHO HAVE EXPERIENCED SEVERE
REACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE
THERAPY WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE.MADE
CONCERNING PREVIOUS HYPERSENSITIVITY REACTIONS TO PENI-
CILLINS, CEPHALOSPORINS, AND OTHER ALLERGENS. IF AN ALLER-
GIiC REACTION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND
THE APPROPRIATE THERAPY INSTITUTED. SERIOUS ANAPHYLAC-
TOID REACTIONS REQUIRE IMMEDIATE EMERGENCY TREAT-
MENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS.,
AND AIRWAY MANAGEMENT, INCLUDING INTUBATION,
SHOULD ALSO BE ADMINISTERED AS INDICATED.
USAGE IN PREGNANCY:
Safety for use in pregnancy has not been established.

PRECAUTIONS

As with any antibiotic preparation, constant observation for signs of over-
growth of nonsusceptible organisms, including fungi, is essential. Should
superinfection occur {usually involving Aerobacter, Pseudomonas, or
Candida), the drug should be discontinued and /or appropriate therapy
instituted. As with any potent agent, it is advisable to check periodically
for organ system dysfunction during prolonged therapy; this includes
renal, hepatic, and hematopoietic systems. This is particularly impor-
tant in prematures, neonates and other infants.

ADVERSE REACTIONS
As with other penicillins, it may be expected that untoward reactions will
be essentially limited to sensitivlty phenomena. They are more likely to
occur in individuals who have previously demonstrated hypersensitivity to
penicillins and in those with a history of allergy, asthma, hay fever, or

{Canlinue_‘d on other sidej
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urticaria. The following adverse reactions have been reported as associ-
ated with the use of ampicillin:

Gastrointestinal—Glossitis, stomatitis, black “hairy” tongue, nau-
sea, vomiting, and diarrhea.(These reactions are usually associated with
oral dosage forms.)

Hypersensitivity reactions—An erythematous maculopapular rash
has been reported fairly frequently. Urticaria and erythema multiforme
have been reported occasionally. A few cases of exfoliative dermatitis
have been reported. Anaphylaxis is the most serious reaction experi-
enced and has usually been associated with the parenteral dosage form.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may
be controlled with antihistamines and, if necessary, systemic corti-
costeroids. Whenever such reactions occur, ampicillin should be. dis-
continued unless, in the opinion of the physician, the condition being
treatedis life-threatening and amenable only to ampicillin therapy.

Liver—A moderate rise in serum glutamic oxaloacetic transaminase
(SGOT) has been noted, particularly in infants, but the significance of
this finding is unknown.

Hemic and Lymphatic Systems—Anemia, thrombocytopénia, throm-
bocytopenic purpura, eosinophilia. leukopenia, and agranulocytosis have
been reported during therapy with the penicillins. These reactions are
usually reversible on discontinuation of therapy and are believed to be
sensitivity reactions,

DOSAGE AND ADMINISTRATION
Infections of the ear, nose, throat, and lower respiratory tract due to
streptococci, pneumococci, and -nonpenicillinase-producing staphylo-
cocci, and also those infections of the upper and fower respiratory tract
duetoH. influenzae: . .

ADULTS: 250 mg. every 6 hours.

CHILDREN: 50 mg./kg./day in divided doses every 6 or 8 hours,
Infections of the genitourinary tract caused by sensitive Gram-negative
and Gram-positive bacteria: . - :

ADULTS: 500 mg. every 6 hours. Larger doses may be required

for severe infections.

CHILDREN: 100 mg./kg./day in divided doses every 6 hours.
Uncomplicated urethritis due to N. gonorrhoeae:

ADULT MALES AND FEMALES: 3.5 grams singie oral dose admin-

istered simultaneously with 1 gram of probenecid.
Cases of gonorrhea with a suspected lesion of syphilis shauld have dark-
field examinations before receiving ampicillin, and monthly serological
tests for a minimum of 4 months.
Infections of the gastrointestinal tract;

ADULTS: 6500 mg. every 6 hours, .

CHILDREN: 100 mg./kg./day in divided doses every 6 hours.
Larger doses may be required for stubborn or severe infections. The-chil-
dren’s dosage is intended for individuals whose weight will not cause a
dosage to be calculated greater than that recommended for adults. Chil-
dren weighing more than 20 kg. should be dosed according to the adult
recommendations. .

It should be recognized that in the treatment of chronic urinary tract and
intestinal infections, frequent bacteriological and clinical appraisals are
necessary. Smaller doses than those recommended above should not be
used. Even higher doses maybe riceded at times: In stubborn infections,
therapy may be required for several weeks, It may be necessary to' con-
tinue clinical and/or bactericlogical follow-up for several months after
cessation of therapy. '

Treatment should be continued for a minimum of 48 to 72 hours beyond
the time that the patient becomes asymptomatic or evidence of bacterial
eradication has been obtained, it is recommended that there be at least 10
days’ treatment for any infection caused by hemolytic streptococci to help
prevent the occurrence of acute rheumatic fever or glomerulonephritis.

DIRECTIONS FOR MIXING ORAL SUSPENSION
Prepare suspension at time of dispensing as follows: Add the required
amount of water (see table below) to the bottle. For ease of preparation,
add water in two portions. Shake well after each addition of water. Each
teaspoonful (5ce.) will contain 125 mg. or 260 mg. ampicillin.

Amount of Water

Bottle Size Regquired for Reconstitution
80 cc. 53 cc:
100 cc. ’ " 66 cc.
150 cc. 100 cc.
200 cc. 132 cc.

SHAKE WELL -BEFORE USING. Keep bottle tightly closed. Any unused
portion of the rebqnstitutéd suspension must be discarded after 7 days
atroom temperature (70°F}or 14 days under refrigeration (40°F).

: HOW SUPPLIED .
TOTACILLIN (ampicillin) Capsules. Each capsule contains 250 mg. or
500 mg. ampicillin as the trihydrate,

250 mg./Capsule 500 mg./Capsule
BEMA-CODE BMP 140 - BEMA-CODE BMP 131
NDC 0029-6615-30 . . ... .bottles of 100 NDC 0029-6620-29 ... .. bottles of 50
NDC 0029-6615-32 . bottles of 500 NDC 0029-6620-32 . . . ... boltles of 500
NDC 0029-6615-31 ., .. .unit dose . NDC 0029-6620-31 ... ., unil dose
cartons of 100 cartons of 100

TOTACILLIN (ampicillin) for Oral Suspension. Each 5 cc. of reconstituted
suspension contains 125 mg. or 250 mg. ampicillin as the trihydrate.

125 mg./5 cc. 250 mg./5 ce.
NDC 0029-6625-21 . . . . . 80 cc. hottle NDC 0029-6630-21 ... .. 80 cc. bottle
'NDC'0029°6625-23 . ., .. 100 &c. bottle ‘NDC, 0029-6630-23 ., ... 100 cc. bottle
NDC 0029-6625-22 . .... 150 cc. botite NDC 0029-6630-22.. ..., 150 cc. bottle
NDC 0029-662524 . . . .. 200 cc. bottle NDC 0029-6630-24 . . : .. 200 cc. boltle

Beecham-Massengill
PHARMACEUTICALS -
DIV.OFBEECP:'IAM INC.BRISTOL, TENN.37620

Rev. May 1974, ’, . Printed in U.S.A.
6708/A -
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DIVISION OF BEECHAM INC. CLIFTON, NEW JERSEY

(BMP]

65 INDUSTRIAL SOUTH . CABLE ADDRESS “BEECHPROD"

CLIFTON, NEW JERSEY 07012 J TELEX 133471
G /7% |
Wil Ak
@ August 26, lQ?%Ah

REGULATORY DEPARTMENT
. SE——
(¥or use of Food gp

Daste approRLd

aﬁ! Gl e i s e i i i e -m—n*‘a:.@“‘,uéw)hﬂiﬁwﬂ
- TT-Cr R 4£%K§léi§?ﬁﬁ£2Z?* "

3 EEUEB

PHONE: 201-778-8000

Food and Drug Administration
‘Div. of Anti-Infective Drug Pr&ducts &8y i
Certifiable Drug Review Staff (HFD#145) ¥gad
Bureau of Drugs Depavimen’
5600 Fishers Lane _ ' -
Rockville, Maryland 20852

¢ Re: g;;:;GG (440.107c)
N——

/ Gentlemen:

Reference is madé to Beecham-Massengill Pharmaceuticéls'
approved Form 6 #60-666 covering Ampicillin Trihydrate for Oral
Suspension, distributed by Pfizer Inc.. under the trade name
Pen A.

We are submitting, in triplicate, final printed labeling
which reflect the labeling changes required by the recently
revised Ampicillin Regulations. ’

Sincerely,

BEECHAM-MASSENGILL PHARMACEUTICALS
?, ﬂa-éﬁbwv

- George Vadnai
Mgﬁﬁger, Governmental Affairs

GSV :dmm

Enclosures o
b6i8

sEP 3G

S~
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- ampicillin -

for
CAPSULES ORAL SUSPENSION
250 mg 125mg/5ml
and and
500 mg 250 mg/5 mli

Description
Pen A (ampicillin) is derived from the penicillin nucleus, 6-amino-penicillanic
acid (6-APA). Chemically it is D.{-} a-aminobenzyl penicillin.

Actions

MICROBIOLOGY: - )
Pen A (ampicillin) is similar to benzyl penicillin in its bactericidal action against
sensitive organisms during the stage of active multiplicatign. It gcts through the
inhibition of biosynthesis of cell wall mucopeptide. Pén A (ampicillin} differs in
in vitro spectrum from benzyl penicillin in the grart=negative spectrum. It exerts
high in vitro activity against many strains of Hemophilus influenzae, Neisseria
gonorrhoeae, Neisseria meningitidis and Neisseria catarrhalis, Escherichia coll,
FProteus mirabilis, Bacteroides funduliformis, Salmonellae and Shigellae.

In vitro studies have:also demonstrated the sensitivity of many strains of the
following gram-positive bacteria: alpha- and beta-hemolytic streptococci, Dip-
lococcus pneumoniae, nonpenicillinase-producing staphylococci, Bacillus an-
thracis, and most strains of enterococci and clostridia. Ampicillin generally
provides less in vitro activity than penicillin G against gram-positive bacteria.
Because it does not resist destruction by penicillinase, itis not effective against
penicillinase-producing bacteria, particularly resistant staphylococci. All strains
of Pseudomonas and most strains of Kiebsiella and Aerobacter are resistant.

PHARMACOLOGY: »
Pen A (ampicillin) is.acid stable and therefore well absorbed. Food, however,
retards absorption. Blood serum fevels of approximaf€ly 2-mcg/ml are attained
within 1-2 hours following a 250 mg oral dose given to fasting adults. Detect-
able amounts persist for about.6 hours. Pen A (ampicillin) diffuses readily into
all body tissues and fluids with the exception of brain and spinal fluid except
when meninges are inflamed. Higher serum levels are obtained following |.M.
injection. Mbst of the ampicillin is excreted unchanged in the urine and-this ex-
cretion can be delayed by concurrent administration of probenecid. The active
form appears in the bile in higher concentrations than found.in the serum. Pen A
(ampicillin) is the least serum bound of all the penicillins, averaging about 20%
compared to approximately 60%-90% for. other penicillins:
» : ’ Indications - .
Pen A (ampicillin} is indicated in the treatment of.infections due to susceptible
strains of the following: . . R : : o .
. gram-negative organisms—Shigellae, Salmonellae (including S. typhosa),
H. influenzae; E. coli and P. mirabilis, N..gonorrhoeae, and-N. meningitidis;
gram-positive organisms—Streptococci;- D. pneumoniae, .and nonpenicil-
linase-producing staphylococei:. .. . .. . . - '
‘Because of its wide spectrum and bactericidal action,.it may be useful in institut-
ing-therapy; however, bacteriological:studies to determine.the causative orga-
nisms and:their sensitivity to:ampicillin should.be performed. .. -
Indicated surgical procedures should be:performed. -
T "~ Contraindications ¢ . .
‘Thé use of this'drug is contraindicated iw individuals with:a history of an allergic
reaction to-any of the penicillins.* .7/t ~= .+ - - K
o Warnings W
SERIOUS AND OCCASIONALLY- FATAL "HYPERSENSITIVITY - (ANAPHY-
LACTOID) REACTIONS :HAVE BEEN:REPORTED IN:=PATIENTS ON PENI-
‘CILLIN THERAPY: ‘ALTHOUGH  ANAPHYLAXIS{1S- MORE FREQUENT FOL-
LOWING -PARENTERAL THERAPY; 1T HAS-OCCURRED ‘IN- PATIENTS ‘ON.
‘ORALPENICILLINS: *“THESE -REACTIONS ARE MOREAPT-TO-OCCUR -IN
INDIVIDUALS ‘WITH A * HISTORY OF: PENICILLIN: -HYPERSENSITIVITY
AND7OR HYPERSENSITIVITY REACTIONS:TO' MULTIPLE ALLERGENS.
THERE ‘HAVE' BEEN ‘REPORTS -OF INDIVIDUALS ' WITH: ‘A HISTORY. OF
PENICILLIN' HYPERSENSITIVITY :WHO -HAVE EXPERIENCED SEVERE RE-
‘ACTIONS. ‘WHEN: ~TREATED : WITH - CEPHALOSPORINS: -BEFORE THER-
APY WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE -CON:
CERNING PREVIOUS HYPERSENSITIVITY ‘REACTIONS -TO. PENICILLINS,
CEPHALOSPORINS, AND: OTHER .ALLERGENS. -IF -AN -ALLERGIC -REAC-
TION. OCCURS; THE DRUG SHOULD. BE::DISCONTINUED: AND_THE -AP-
PROPRIATE THERAPY INSTITUTED.- i REEEEE
SERIOUS ANAPHYLACTOID REACTIONS-REQUIRE IMMEDIATE EMER-
GENCY TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS
STEROIDS, AND AIRWAY MANAGEMENT, INCLUDING INTUBATION,
SHOULD ALSO BE ADMINISTERED AS INDICATED.

USAGE IN PREGNANCY:
Safety for use in pregnancy has not been established.

P . x
nt” observations” for signs of over-

As with any antibiotic’ prépariti i
cluding fungi, are essential. Should su-

growth of nonsusceptible organismi:

-petinfection occur (usually involving Aercbacter,: Pseudomonas; or Candida),
“the drug-should:be discontinued and/ or appropriate therapy instituted. As with
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Precautions (continued)

any potent agent, it is advisable to check periodically for organ system dysfunc-

tion during prolonged therapy; this includes renal, hepatic, and hematopoietic

systems. This is particularly important in prematures, neonates and other

infants.

Adverse Reactions

As with other penicillins, it may be expected that untoward reactions will be es-
sentially limited to sensitivity phenomena. They are more likely to occur in indi-
viduals who have previously demonstrated hypersensitivity to penicillins and in
those with a history of allergy, asthma, hay fever, or urticaria. The following ad-
verse reactions have been reported as associated with the use of ampicillin:

Gastrointestinal—glossitis, stomatitis, black “‘hairy’’ tongue, nausea, vom-
iting, and diarrhea. (These reactions are usually associated with. oral dosage
forms.)

Hypersensitivity reactions—An erythematous maculopapular rash has

been reported fairly frequently. Urticaria and erythema multiforme have been
reported occasionally. A few cases of exfoliative dermatitis have been reported.
Anaphylaxis is the most serious reaction experienced and has usually been as-
sociated with the parenteral dosage form.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may be
controlled with antihistamines and, if necessary, systemic corticosteroids.
Whenever such reactions occur, ampicillin should be discontinued, unless, in
the opinion of the physician, the condition being treated is life-threatening and
amenable only to ampicillin therapy. B

Liver—A moderate rise in serum glutamic oxaloacetic transaminase (3GOT)
has been noted, particularly in infants, but the significance-of this finding is
unknown.

Hemic and Lymphatic Systems—Anemia, thrombocytopenia, throm-
bocytopenic purpura, eosinophilia, leukopenia, and agranulocytosis have been
reported during therapy with the penicillins. These reactions are usually rever-
sible on discontinuation of therapy and are believed to be sensitivity reactions.

Dosage

Infections of the ear, nose, throat, and lower respiratory tract due to strepto-
cocci, pneumococci, and nonpenicillinase-producing staphylococci, and also
those infections of the upper and lower respiratory tract due to H. influenzae:

Adults— 250 mg every 6 hours.

Children— 50 mg/kg/dayin divided doses every 6 or 8 hours.
Infections of the genitourinary tract caused by sensitive gram-negative and
gram-positive bacteria: »

Adults— 500 mg every 6 hours. Larger doses may be~equired for se-
vere infections.
Children— 100 mg/kg/day in divided doses every 6 hours.

Uncomplicated urethritis due to N. gonorrhoeae:

Adult males and females—3.5 grams single oral dose administered simulta-
neously with 1.0 grarh of probenecid.
Cases of gonorrhea with a suspected lesion of syphilis should have dark field
‘éxaminations before receiving ampicillin, and monthly serological tests for a
minimum of 4 months. .
Infections of the gastrointestinal tract:

Adults— 500 mgevery 6 hours.

Children— "~ 100 mg/kg/dayin divided doses every 6 hours.

Larger doses may be required for stubborn or severe infections. The children’s
dosage is intended for individuals whose weight will not cause a dosage to be
calculated greater than that recommended for adults. Children weighing more
than 20 kg should be dosed according to the adult recommendations.

1t should be recognized that in the treatment of chronic urinary tract and intes-
tinal infections, frequent bacteriological and clinical appraisals are necessary.
Smaller doses than those recommended above should not be used. Even higher
doses may be needed at times. In stubborn infections, therapy may be required
for several weeks. It may be necessary to continue clinical and/ or bacteriologic-
al follow-up for several months after cessation of therapy.

Treatment should be continued for a minimum of 48 to 72 hours beyond the
time that the patient becomes asymptomatic or evidence of bacterial eradication
has been obtained. It is recommended that there be at least 10 days’ treatment
for any infection caused by hemolytic streptococci, to help prevent the occur-
rence of acute rheumatic fever or glomerulonephritis.

Directions for Mixing Oral Suspension
Prepare suspension at time of dispensing as follows: Add 66 ml of water to the
100 ml package and 132 ml of water to the 200'ml package. Shake vigorously.
This will provide 100 and 200 ml of suspension, respectively. Each tea-
spoonful (5 ml) will contain 125 mg or 250 mg ampicillin. SHAKE WELL BE-
FORE USING. Keep bottle tightly closed. The reconstituted suspension is stable
for 7 days at room temperature (70 °F.) or 14 days under refrigeration (40°F.).
How Supplied

Pen A (ampicillin) Capsules: Ampicillin trihydrate equivalent to 250 mg or 500
mg ampicillin per capsule.

250 mg: bottles of 100, 500, and unit dose (10 x 10’s).

500 mg: bottles of 100, and unit dose {10 x 10°s).

Pen A {ampicillin) for Oral Suspension: Each 5 ml of reconstituted suspensmn
contains ampicillin trihydrate equivalent to 125 img or 250 mg ampiciltin.

125 mg/5 mi: bottles of 100 ml and 200 ml.

250 mg/5 mi: bottles of 100 ml and 200 ml.

Distributed by
PFIZER LABORATORIES DIVISION
PFIZER INC.

60-2096-00-4 NEW YORK, N.Y. 10017 Printed in U.S.A.
9049/A Revised May 1974
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RECOMMENDED STORAGE IN DRY FORM .
STORE BELOW 86°F.(30°C.)
tWhen reconstituted as directed each 5ml {1 teaspoonful)
contains ampi n trihydrate equivalent to 125mg ampicillin.
Directions for reconstitution: Add 66 mi_of water. For ease
‘ of preparation, tap gently, add water in 2 portions. -
i Shake well after each addition,
EXP. MADE IN U.S.A. 1
b e e e e
LOT NO. ¢ : :
KEEP CONTAINER TIGHTLY CLOSED - SHAKE WELL BEFORE USING e ——— —
When suspension is stored at room temperature discard LOT NO.

unused portion after 7 days; when stored under
refrigeration discard unused portion after 14 days.

KEEP CONTAINER TIGHTLY CLOSED - SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard

unused portion after 7 days; when stored under

refrigeration discard unused portion after 14 days.
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RECOMMENDED STORAGE IN DRY FORM

STORE BELOW 86°F, (30°C.)" .
When reconstituted as directed each 5 mi-(1 teaspoonful)
contalns ampic trihydrate equivalent to 250 mg ampi
Directions for reconstitution: Add 66 mt of water. For ease -
of preparation, tap gently, add water in 2.portions.

Shake well after each addition. :

EXP. ' MADEINU.S.A. 1

KEEP CONTAINER TIGHTLY CLOSED- SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard
unused portion after 7 days; when stored under
refrigeration discard unused portion after 14 days.
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KEEP CONTAINER TIGHTLY CLOSED - SHAKE WELL BEFORE USING
When suspension Is stored at room temperature discard

unused portion after 7 days; when stored under

refrigeration discard unused portion after 14 days.
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- Seecham-Massengill Aumitias -

DIVISION OF BEECHAM INC. CLIFTON, NEW JERSEY

65 INDUSTRIAL SOUTH CABLE ADDRESS “BEECHPROD'
CLIFTON, NEW JERSEY 07012 : TELEX 133471

REGULATORY DEPARTMENT
PHONE: 201-—778-9000

October 28, 1974

-

,
Date Approved /! / ! /’7 id

Acoount Ho.

s detrann

qud-and Drug Admln%stratlon ‘ 3 ) ;e?%i:<§ Ai22114?fg
Div. of Anti-Infective Drug ProductsSigued -

Certifiable Drug Review Staff (HFD—lE&@iheﬂ&MJ&?on@be
Bureau of Drugs Department of Healih,
5600 Fishers Lane ‘. Weltare
Rockville, Maryland 20852 -

3

Lkl DIUERS
Gneation and

Re:  #60-666 (440;107C)

Gentlemen:

Reference is made to Beecham-Massengill Pharmaceuticals'
approved Form 6 Antibiotic Application #60-666 covering Ampi-
cillin for Oral Suspension distributed by Ayerst Laboratories Inc.
under the trade name Penbritin.

We are hereby submitting, in triplicate, a final printed
package insert which is identical to the currently approved
insert, except for a revision in the "How Supplied" section,
to indicate the change from the anhydrous to the trihydrate
formulation in the manufatture of Penbritin Peidatric Drops,
approved by the Administration on October 8, 1974. ’

Sincerely,

'BEECHAM-MASSENGILL PHARMACEUTICALS

Georgez Vadnai
Manager, Governmental Affairs

GSV : dmm ' ' .PZ %F’l 3

N . O
N "
B Enclosures : o R

 ;;J _ ‘)Qrigsi:‘
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PENBRITIN*

(ampicillin)

for
“ORAL SUSPENSION  PEDIATRIC DROPS

1 : : for
28 ";ﬁd/s e " ORAL SUSPENSION
250 mg./5 cc. 100 mg./cc.

CAUTION: Federal law prohibits dispensing without prescription.
DESCRIPTION

Chemical name: D{ — }-alpha-aminobenzyl peniciliin

PENBRITIN is an orally active, semisynthetic broad spectrum penicillin. It is inactivated by
penicillinase.

ACTIONS

Microbiologic: |

Ampicillin appears to act primarily by interfering with the synthesis or maintenance of the bacterial
cell wall. it strongly inhibits the early lag and logarithmic phases of bacterial multiplication. In
in vitro studies, ampicillin is bactericidal.

PENBRITIN is effective against the usual penicillin-susceptible gram-positive organisms, and in
addition, many gram-negative pathogens. It is active /n vitro against many strains 3 the following
bacteria: — .

GRAM-POSITIVE — Alpha and beta hemolytic.strept icillinase-producing staphylo-
cocci, Jiplacoccus iae, Clostridi ies, Bacillus anthracis, most strains of enterococci.

GRAM-NEGATIVE — . hilus infl i gonorrhoeae and meningitidis, Proteus mirabilis,
Escherichia coli, Salmonelta lincluding S. typhosa), Nei: halis, B. funduliformis, and
Shigella. .

All strains of Pseudomonas and most strains of Klebsiella-Aerob are resi Because

ampicillin is destroved by penicillinase, PENBRITIN /s ot effective against penicillinase-praducing
bacteria.

Pharmacologic:

PENBRITIN is stable in acid and is therefore not destroyed by gastric juice. (Food, however, retards
absorption.) PENBRITIN is well absorbed and produces high and persistent blood levels of unbound
ampicilfin. Ampicillin is the least protein bound of ail the penicillins, averaging 20 percent as con-
trasted with 60 to 90 percent for the others. Blood serum levels of apn?ximatelv 2 meg./ml. are
achieved within one to two hours following a 250 mg. oral dose to fasting adults. Detectable amounts
persistin the blood for about six hours. There are high concentrations ifTie hile and urine. Ampicilfin

“diffuses readily into most body tissues and fluids. However, penetration into the cerebral spinal fluid

occurs only with meningeal inflammation. Ampicillin is excrated in the urine, largely unchanged, and
this excretion can be delayed by concurrent administration of probenecid.

INDICATIONSP ' .
PENBRITIN is indicated in the treatment of infections due to susceptible strains of the following:

GRAM-NEGATIVE organisms: Shigella, Salmonella {including S. typkosal, H. influsnzas, £ coli
P, mirabilis, N. g A AR

, and A/

GRAM-POSITIVE organisms: Streptacocei, nonpenicillinase-producing  staphylococei, and
D. pneumoniae.
Bactefiologic studies to determine the causative organisms and their sensitivity to ampicillin
should be performed. Because PENBRITIN is a broad spectrum antibiotic, therapy may be instituted
prior to the results of sensitivity testing.

CONTRAINDICATIONS :
PENBRITIN is contraindicated in patients with a histary of hynersensitivity to any penicillin.

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY {ANAPHYLACTOID) REACTIONS HAVE
BEEN REPORTED IN PATIENTS ON PENICILLIN THERAPY. ALTHOUGH ANAPHYLAXIS 1S MORE
FREQUENT FOLLOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS ON ORAL PENI-
CILLINS. THESE REACTIONS ARE MORE APT TO OCCUR IN INDIVIDUALS WITH A RISTORY OF
PENICILLIN HYPERSENSITIVITY AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE AL-
LERGENS.

THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSI-
TIVITY WHO HAVE EXPERIENCED SEVERE REACTIONS WHEN TREATED WITH CEPHALOSPORINS.
BEFORE THERAPY WITH A PENICILLIN, CAREFUL INOUIRY SHOULD BE MADE CONCERNING
PREVIOUS HYPERSENSITIVITY REACTIONS TO PENICILLINS, CEPHALOSPORINS, AND OTHER
ALLERGENS. '

IF AN ALLERGIC REACTION OCCURS, THE DRUG SHOULD BE DISCONTINUED Aﬁ[l THE APPRO-

“ PRIATE THERAPY INSTITUTED. SERIOUS ANAPHYLACTOID REACTIONS REQUIRE IMMEDIATE

EMERGENCY TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENQUS STEROIDS, AND AIR-
WAY MANAGEMENT, INCLUDING INTUBATION, SHOULD ALSO BE ADMINISTERED AS INDICATED.

USAGE IN PREGNANCY: Safety for use in pregnancy has not been established.
PRECAUTIONS

As with any antibiotic preparation, constant observation for signs of overgrowth of nonsusceptible
organisms, including fungi, is essential. Should superinfection occur {usually involving Aerobacter,
Pseudomonas, or Candida), the drug should be discontinued and/or appropriate therapy instituted.

Periodic of renal, hepatic, and hematapoietic function should be made during prolonged
therapy. This is particularly important in prematures, neonates and other infants.
ADVERSE REACTIONS

As with other penicillins, it may be expected that untoward reactions will be essentially limited to
sensitivity phenomena. These are more likely to occur in individuals with a history of allergy, asthma,
hay fever, or urticaria.

The following adverse reactions have been teported as associated with the use of ampicillin:

Gastrointestinal — glossitis, stomatitis, black "hairy* tongue, nausea, vomiting, diarthea. {These
reactions are usually associated with oral administration.)

*Mft_ lic'd under ® 705,484 607, 611‘. 625
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PENBRITIN (ampicillin) for Oral Suspension &
Pediatric Drops for Oral Suspension cont’d.

Hypersensitivity reactions — erythematous maculopapular rashes have heen repgrted fairly fre-

quently; urticaria, erythema multiforme, and an occasional case of exfoliati dermatitis have been
reported. Anaphylaxis is usually associated with parenteral administration.
Note: Utticaria, other skin rashes, and serum sickness-like reactions may be controlled with antihista-
mines and, if Y. ic cortic ids. Wh such reactions occur, ampicillin should
be discontinued unless, in the opinion of the phvsn:lan the condition being treated is life-threatening
and amenable only to ampicillin therapy.

Hepatic — A moderate fise in serum glutamic oxaloacetic transaminase (SG0T) has been noted
particularly in infants. The significance of this finding is unknown.

Hemic and lymphatic — anemia, thrombocy ia, thromb ic purpura, eosinophilia,
leukopenia, and agranulocytosis have been reported. These-are usuallv reversible on discontinuation
of the drug, and are believed to be hypersensitivity phenomena.

DOSAGE AND ADMINISTRATION

Infection Usual Dosage* Usual Dosage*
Adults Childrent
Respiratory tract 250mg. g. 6 h. 50 mg./kg./day rin
equal doses q. 6-8 h.
Gastrointestinal tract 500 mg. q.6h. 100 mg./kg./day in
Genitourinary tract equal doses q. 6-8 h. __
Urethritis in Males or 3.5 Gm. single oral dose administered si- -
Females due to multaneously with 1.0 Gm. of probenecid
N. gonorrhoese In the treatment of complications of gon-

ortheal urethritis, such as prostatitis and
epididymitis, prolonged and intensive ther-
apy is recommended.

Cases of gonorrhea with a suspected pri-
mary lesion of syphilis should have dark-
field examinations before receiving treat-
ment. In all other cases where concomitant
syphilis is suspected, monthly serologic
tests should be made for a minimum of four
months.

* Larger than usual dosages may be required for stubborn or severe infections. Smaller doses than those recommended abwi

should not be used.

1‘The children's dosage is intended for individuals whase weight wil! not cause a dosage to be calculated greater thai That
recommended for adults. Children weighing more than 20 kg. {44 |b.} should be given the adult recommended dosags.

PEDIATRIC BROPS:
A suggested dosage regimen is:
Under 12 [b. — 0.6 cc. q. 6 hours¥
12-25 Ib.— 1.0 cc. q. 6 hours.
25-44 |b. — 2.0 cc. g. 6 hours.

DURATION OF TREATMENT: Medications should be continued for at least 48 to 72 hours after all
symptoms have subsided or cultures have become negative. Far any infection caused by hemolytic
streptocacci, at least 10 days of treatment is recommended to heip prevent the accurrence of acute
theumatic. fever or glomerulonephritis.

DIRECTIONS FOR MIXING ORAL SUSPENSIONS

Prepare suspensions at time of dispensing as follows: Add the required amount of water (see
table below) to the bottle and shake vigorously. Each teaspoonful {5 cc.) of reconstituted Oral
Suspension will contain 125 mg. or 250 mg. ampicillin, depending upon the initial concentration.
Each cc. of reconstituted Pediatric Drops will contain 100 mg. ampicillin.

Amaunrt of Water Required .
Bottle Size ) for Reconstitution®
100 cc. Oral Suspension : 66 cc.
200 ce. Oral Suspension 132 cc.
20 cc. Pediatric Drops 11.5¢cc.
SHAKE WELL BEFORE USING.
STABILITY

ORAL SUSPENSION: No refrigeration required before mixing. After mixing, suspensidn may be kept
at room temperature (700 F) for 7 days or in a refrigerator (40° F) for 14 days without signiﬁcam
loss of potency. KEEP TIGHTLY CLOSED.

PEDIATRIC DROPS: No refrigeration required before mixing. After mixing, suspension may be
kept i ina refrigerator for 14 days wnhuut significant loss of potency. KEEP TIGHTLY CLOSED.

HOW SUPPLIEIJ
PENBRITIN (ampicillin} for Oral Suspension — when reconstituted:

Each 5 cc. {one teaspoonful} contains 125 mg. ampicillin as the trihydrate. Bottles for 100 cc.
(NOC 0046-0607-86) and 200 cc. {NDC 0046-0607-82).

Each individual-dose sealed envelope provides a single dose of ampicillin anhydrous equivalent
to 125 mg. ampicilfin. Packages of 40 {NDC 0046-0607-40].

Each 5 cc. {one teaspoonful) contains 250 mg. ampicillin as the trihydrate. Bottles for 100 cc.
{NDC 0046-0611-86) and 200 cc. (NDC 0046-0611-82).

Each individual-dose sealed envelope provides a single .dose of ampicillin anhydrous eqguivalent
to 250 mg. ampicillin. Packages of 40 {NDC 0046-0611-40).

PENBRITIN (ampicillin) PEDIATRIC DROPS for Oral Suspension — when reconstituted:

Each cc. cantains 100 mg. ampicillin as the trihydrate. Bottles for 20 cc. (NDC 0046-0625-20).

Distributed by
AYERST LABORATORIES INCORPORATED
New York, N.Y. 10017

Revised October 1974. 1002 Printed in US.A.
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65 INDUSTRIAL SOUTH
CLIFTON, NEW JERSEY 07012

REGULATORY DEPARTMENT

CABLE ADDRESS BEECHPROD
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f PHONE: 201-778-9000

December 3, 192{.
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Food and Drug Administration
Div. of Anti-Infective Drug Prod

12 4'w«@ et sbr e 3 FUuEm BRO GEUSS
Certifiable Drug Review Staff (HF _IZ§¥£§;»§ ““ u“imiﬂnxgﬁﬂiﬁy
Bureau of Drugs falels : B ALe . %a}.f&m
Rockville, Maryland 20852 ) -
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: { $60-666 )(440.107c)
S~—_
Gentlemen:

Reference is made to Beecham-Massengill Pharmaceuticals'
approved Form 6 #60-666, covering Ampicillin for Oral Suspen-
sion, distributed by Lederle Laboratories under the trade
name, Alpen.

We are submitting, in triplicate, a final printed insert,

which reflects the addition of the manufacturer's identifica-
tion.

Sincerely,

BEECHAM—-MASSENGILL PHARMACEUTICALS

GSV :dmm

Enclosures
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64359
ALPEN*
AMPICILLIN
for Oral Use
DESC!%léTlON

ALPEN ampicillin is derived from the penicillin
nucleus, 6 - aminopenicillanic acid’ (6-APA). Chem-
ically itis D {—) a - aminobenzylpenicillin trihydrate.

ACTIONS

MICROBIOLOGY: :

Ampicillin is_similar to benzyl peniciliin in its bacteri-
cidal action against sensitive organisms -during ‘the
stage of active multiplication. It acts through the
inhibition of biosynthesis of cell wall mucopeptide.
Ampicillin differs in in vitro spectrum from benzyl-
penicillin in the Gram-negative spectrum. It exerts
high in vitro activity against many strains of Hemo-
philus influenzae, . Neisseria gonorrhoeae, Neisseria
meningitidis and Neisseria catarrhalis, Escherichia coli,

Proteus miirabilis, Bacteroides funduliformis, Salmo-
nellae, and Shigellae.

In-vitro stadies have also demonstrated the sensitivity
of many strains of the following Gram-positive bacter-
ja: alpha- a’nd'beta-hemolytic .streptococci, Diplococ-
cus pneumoniae, nonpenicillinase-producing ‘staphy-
lococci, Bacillus anthracis, and most strains of entero-
cocci and clostridia. Ampicillin-generally provides less
in vitro activity than penicillin-G. against Gram-positive
bacteria. Because it does not resist destruction by
penicillinase it is not effective - against penicillinase-
producing bacteria, particularly resistant staphylococ-
ci. All strains of “Pseudomonas and most strains of
Kiebsiella and-Aerobacter are-resistant.

PHARMACOLOGY:

ALPEN ampicillin is acid stable and, therefore, well
absorbed. Food, however, retards absorption. ‘Blood
serum levels of approximately- ‘2 meg./ml. are attained
within. 1-2 hours following a: 250 mg..oral: dose_given
to fasting adults. Detectable amounts persist: for.about
6 hours. Ampicillin. diffuses- readily. into all body
tissues .and fluids with the exception of brain and
spinal- fluid except - when meninges are -inflamed.
Higher serum lévels are obtained following 1.M. injec-
tion. Most of the ampicillin is excreted unchanged in
the urine and this excretion can be’ delayed” by
concurrent administration of probenecid. The active
form appears in the bile in higher concentrations than
found in the serum. Ampicillin is least serum bound of
all the penicillin’s, averaging about 20% compared to
approximately 60%-90% for other penicillins.

INDICATIONS

ALPEN ampicillin is indicated in the treatment of
infections due to susceptible strains of the following:
Gram-Negative Organisms - Shigellae, Salmonellae (in-
cluding S. typhosal, H. influenzae, E. coli, P..mirabilis,
N. gonorrhoeae and N. meningitidis.

SRS
Gram-Positive Organisms - Streptococci, D. pneumo-"

siae, and nonpenicillinase-producing staphylococeil

) ;Gastl"qigtestlnal
" tongle, riausea, vom
+ are usually associated w

Becaiise of its'wide spectrum and bactericidal action,
it ‘may be useful in Anstiguting therapy: however,
pacteriological studies to determine the causative
organisms and their sensitivity t0 ampicillin should be
performed. - : '

indicated surgical procedures should be performed.

CONTRAINDICATIONS

The use of this drug is contraindicated in individuals
with a history of an allergic reaction to any of the
penicillins. i

WARNINGS o

SERIOUS AND OCCASIONALLY FATAL HYPER-
SENSITIVITY. (ANAPHYLACTOID) REACTIONS
HAVE BEEN REPORBTED I PATIENTS ON PENI-
CILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS
MORE FREQUENT FOLLOWING PARENTERAL
THERAPY IT HAS OCCURRED IN PATIENTS ON
ORAL PENICILLINS. THESE REACTIONS ARE
MORE APT TO OCCUR IN INDIVIDUALS WITH A
HISTORY ' OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO
MULTIPLE ALLERGENS. THERE HAVE BEEN
REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICILLIN' HYPERSENSITIVITY WHO HAVE EX-
PERIENCED SEVERE REACTIONS WHEN TREAT-
£D WITH CEPHALOSPORINS. BEFORE THERAPY
WITH A PENICILLIN, CAREFUL INQUIRY,
SHOULD BE MADE CONCERNING PREVIOUS
HYPERSENSITIVITY REACTIONS TO PENICIL-
LINS,” CEPHALOSPORINS;, AND OTHER ALLER-
GENS. IF AN ALLERGIC REACTION OCCURS,
THE DRUG SHOULD BE DISCONTINUED 'AND
THE APPROPRIATE THERAPY: INSTITUTED. SER-
10US ‘ANAPHYLACTOID REACTIONS -REQUIRE
IMMEDIATE EMERGENCY TREATMENT WITH
EPINEPHRINE. OXYGEN, INTRAVENOUS STER-
0IDS, ANY-AIRWAY.MANAGEMENT, INCLUDING
INTUBATION, SHOULD ALSO BE ADMINISTERED
AS INDICATED. o

USAGE INPREGNANCY: & .= - -~ -
Safety for use in pregnancy has not been es_tablishe‘d.
PRECAUTIONS T e e

As with any antibiotjc preparation, constant observa-
tions. for signs of overgrowth of nonsusceptible organ-
isms, including fungi, are essential. Should superinfec-
tion- occur (ustally ‘involving Aérobacter, Pseudormo-
nas; ‘of” Candida), “the’*drug should “be discontinded
and/or appropriate therapy instituted. ~ BN
As with any potent agent, it is advisable 'to check
periodically for organ ' 'system -dysfunction  during
prolonged therapy; this neludes: rendl, hepatic, and
hematopoietic $ysterms. This-is particularly important
in prematures, neonates and other infants. :
ADVERSE REACTIONS

As penicillins, it may be expected that
unto ctions will be essentially limited to
sensitivity phendrena:’ They dré more likely to occur
in individuals . who,. have previously demonstrated
hypersensitivi to'p nicillinsand in those with a
history of allétgy; asthma, hay fever, or urticaria.
The following adverse reactions,have been reported as
associated with the use of ampicillin: -
] - Glossitis,; stomatitis, black “hairy”
Vomiting; diarrhea. (These reactions
al-‘dosage forms.) « =77
*® 872,458 of Mfr.
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Hypersensitivity Reactions — An erythematous -macu-
jopapular rash has been reported fairly frequently:
Urticaria and erythema multiforme have been reported
occasionally. A few cases of exfoliative dermatitis have
been reported. Anaphylaxis is the most serious reac-
tion experienced and has usually been associated with
the parenteral dosage form.

NOTE:

Urticaria, other skin rashes, and serum sickness-like
reactions may be controlled with antihistamines and,
if necessary, systemic corticosteroids. Whenever such
reactions occur, ampiciilin should be discontinued
unless, in the opinion of the physician, the condition
being treated is life-threatening and amenable only to
ampnc:llm therapy. .

LIVER. — A’ moderate rise in serum glutamlc oxaloa-
cetic transammase {SGOT) has been noted, particular-
ly in infants, but the S|gn|f|cance of th|s finding is
unknown.

HEMIC AND LYMPHATIC SYSTEMS — Anemla,
thrombocytopenia, thrombocytopenic purpura, eosin-
ophilia, leukopenia, -and agranulocytosis have been
reported- during therapy .with the penicillins. These
reactions are usually reversible. on discontinuation of
therapy and are believed to be sensmv:ty reactions:

DOSAGE

Infections of the ear, nose throat and lower resplra-
tory tract due to streptococcn pneu mo_cocm and
nonpentcillinase-producing staphylococcu, and also
those infections. of. the upper and lower, resp/ratory
tract due to H. mf/uenzae

Adults 250 mg. every 6 hours,

Children: 50 mg /kg /day in dwuded doseaevery 6.0r 8
hours:
Inféctions- of the gemtaurlnary tract caused by ‘sensi-
tive Gram- negatlve ‘and- \Gra posmve bacteria.

Adults: 500 mg. every 6 hours. Larger doses may be
required for severe infections.

Children: 100 mg./kg. /day in- divided doses every 6 ’

hours..

Uncomplicated urethrltls due to N gonorrhoeae

Adult males and females: 3.5 grams sin le oral dose
admmlstered mmultaneously wnth 1 Ogram of proben-
eci‘
Cases of gonorrhea w:th a suspected Ies:on of syph:lls
should have dark-fleld examinations before recelwng
amp/clllm and monthly serologlcal tests for a m/m-
mum.of 4 months. )
Infectlons o gastromtestm' Itract L
Adults: 500 mag, every.6 hours.. .-
Children: 100: mg /kg /day in dmded doses every 6
hours. .

.~Bristol, Tenn. 37620 -

‘For -

6953/A

ERL ' LABORATORIES DIVISION,

Amerlcan Cyanamld Company, Pearl Rlver N; (.

Larger doses may be required for stubborn or severe
infections. The children’s dosage is intended for
individuals whose weight will not cause a dosage to be
calculated greater than that -recommended for adults.
Children weighing more than 20 kg. should be dosed
according to the adult recommendations.

It should be recognized that in the treatment of
chronic urinary tract and intestinal. infections, fre-
quent bacteriological and clinical appraisals are neces-
sary. Smaller doses than those. recommended above
shouid not be used. Even higher doses may be needed
at times. In stubborn infections, therapy. may. be
required for several weeks. It may be necessary to
continue clinical and/or bacteriological follow-up for
several months after cessation of therapy.
Treatment should be continued for a minimum of 48
to 72 hours beyond the time that the patient-becomes
asymptomatic or evidence of bacterial eradication has
been obtained. It is recommended that there be at
least-10 days’ treatment for any infection caused:by
hemolytic streptococci, to help prevent the occurrence
of acute rheumatic fever or glomerulonephritis.

DIRECTIONS for MIXING ORAL SUSPE'NSION
Prepare suspension at time of dlspensmg as follows
Add the required amount of water {sé€ table below) to
the bottle and shake Vigorously, Each teaspoonful (5
cc.) will contain 125 mg. or 250 mg. ampicillin.

S Amount of water
Bottle Size - Required, for Reconst/tut/on
.80 cc. 53 ce.
100 cc. - 66-¢cc.
- 150 cc. 100 ce..
-200 cc: .

132 cc. - .
SHAKE WELL BEFORE USING. ST
Keep ‘bottle tlghtlv closed The reconstltuted suspen-

sion-is ‘stablé for 7 days at room’ temperature 70° F)
and 14 days under refrlgerauon (40 F)

HOW SUPPLIED Y :
ALPEN ampicillin Capsules Each cédsulebontairis
ampicillin trihydrate equivalent to 250 -or:500 mg.
ampicillin. T .
Product No. 3835 350 mg. - - &

Product No. 3836-. 500 mag.. : -
ALPEN for:Oral® Suspensuon Each:5 ce: Of reconstltut~

&d-oral ‘suspension containsiampicillin. trihydrate eqm-
valent fo 125 mg or: 250 mg amplcnllm

250 ‘mg./5, cc.. - \Pr\_ duct No. 3841, 1
100cc 150cc and 200cc. .
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DIVISION OF BEECHAM iINC. CLIFTON, NEW JERSEY

(BMP]

65 INDUSTRIAL SOUTH f CABLE ADDRESS ““BEECHPROD’
CLIFTON, NEW JERSEY 07012 ’ TELEX 133471 .

REGULATORY DEPARTMENT

’\Ayu I / f PHONE: 201-778: 9000
I

December 16, 1974

- = -

iy uss of Pone mnt o
7?&%& arproved mmwwwhg/~
%‘rﬁ?’i& Ve B,

Food and Drug Administration
Div. of Anti-Infective Drug Prodt ctsfgy By
Certifiable Drug Review Staff (HED-145) Food ¥
Bureau of Drugs ggﬁammﬁm Qig ;“j&‘;
5600 Fishers Lane ) :

Rockville, Maryland 20852

e
; Re: (#60:2223(440;107c)
S

Gentlemen:

Reference is made to Beecham—Masseng111 Pharmaceuticals'
approved Form 6 #60-666 covering Ampicillin for Oral Suspension,
distributed by Pfizer Inc. under the trade name Pen A.

We are submitting, in triplicate, a final printed insert,
which reflects the addition of the manufacturer's identifica-
tion.

Sincerely,

BEECHAM-MASSENGILL PHARMACEUTICALS

9@%& Ve

George Vadnai
Manager, Governmental Affairs

Enclosures
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60-2096-00-5

Pen A *®

‘ampicillin

for
CAPSULES : ORAL SUSPENSION
250 mg 125 mg/5ml
and and .
500 mg 250 mg/5ml

Description
Pen A (ampicillin) is derived from the penicillin nucleus, 6-amino-penicillanic
acid (6-APA). Chemically it is D (-} a-aminobenzyl penicillin.

Actions

MICROBIOLOGY:
Pen A (ampicillin) is similar to benzyl penicillin in its bactericidal action against
sensitive organisms during the stage of active multiplication. 4 acts through the
inhibition of biosynthesis of cell wall mucopeptide. Pen A (ampicillin) differs in
in vitro spectrum from benzyl penicillin in the gram-negative spectrum. It exerts
high in vitro activity against many strains of Hemophilus influenzae, Neisseria
gonorrhoeae, Neisseria meningitidis and Neisseria catarrhalis, Escherichia coli,
Proteus mirabilis, Bacteroides funduliformis, Salmonellae and Shigellae.

In vitro studies have also demonstrated the sensitivity of many strains of the
following gram-positive bacteria: alpha- and beta-hemolytic streptococci, Dip-
lococcus pneumoniae, nonpenicillinase-producing staphylococci, Bacillus an-
thracis, and most strains of enterococci and clostridia. Ampicillin generally
provides less in vitro activity than penicillin G against-gram-positive bacteria.
Because it does not resist destruction by penicillinase, it is not effective against
penicillinase-producing bacteria, particularly resistant staphylococci. All strains
of Pseudomonas and most strains of Klebsiella and Aerobacter are resistant.

PHARMACOLOGY: »
Pen A (ampicillin) is acid stable and therefore well-absorbed. Food, however,
retards absorption. Blood serum levels of approximately 2 mcg/ml are attained
within 1-2 hours following a 250 mg oral dose given to fasting adults. Detect-
able amounts persist for about 6 hours. Pen A (ampicillin) diffuses readily into
all body tissues and fluids with the exception of brain and spinal fluid except
when meninges are inflamed.. Higher serum levels are obtained following I.M.
injection. Most of the ampicillin is excreted unchanged in the urine and this ex-
cretion can be delayed by concurrent administration of probenecid. The active
form appears in the bile in higher concentrations than found in the serum. Pen A
(ampicillin} is the least serum bound of all the penicillins, averaging about 20%
compared to approximately 60%-90% for other penicillins.
Indications
Pen A (ampicillin) is indicated in the treatment of infections due to susceptible
strains of the following:
gram-negative organisms—Shigellae, Salmonellae {including S. typhosa),
H. influenzae, E. coli and P. mirabilis, N. gonorrhoeae, and N. meningitidis;
gram-positive organisms—Streptococci, D. pneumoniae, and nonpenicil-
linase-producing staphylococci.

Because of its wide spectrum and bactericidal action, it may be useful in institut- .

ing therapy; however, bacteriological studies to determine the causative orga-
nisms and their sensitivity to ampicillin should be performed.
Indicated surgical procedures should be performed.

Contraindications
The use of this drug is contraindicated in individuals with a history of an allergic
reaction to any of the penicillins.
Warnings

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHY-
LACTOID) REACTIONS HAVE BEEN REPORTED IN PATIENTS ON PENI-
CILLIN THERAPY. ALTHOUGH ANAPHYLAXIS 1S MORE FREQUENT FOL-
LOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS ON
ORAL PENICILLINS. THESE REACTIONS ARE MORE APT TO OCCUR IN
INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE ALLERGENS.
THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY WHO HAVE EXPERIENCED SEVERE RE-
ACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE THER-
APY WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CON-
CERNING PREVIOUS  HYPERSENSITIVITY REACTIONS TO PENICILLINS,
CEPHALOSPORINS, AND OTHER ALLERGENS. IF AN ALLERGIC REAC-
TION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND THE AP-
PROPRIATE THERAPY INSTITUTED.

SERIOUS ANAPHYLACTOID REACTIONS REQUIRE IMMEDIATE EMER-
GENCY TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS
STEROIDS, AND AIRWAY MANAGEMENT, INCLUDING INTUBATION,
SHOULD ALSO BE ADMINISTERED AS INDICATED.

USAGE IN PREGNANCY:
Safety for use in pregnancy has not been established.

Precautions B
As with any antibiotic preparation, constant observations for signs of over-
growth of nonsusceptible organisms, including fungi, are essential. Should su-
perinfection occur {(usually involving Aerobacter, Pseudomonas, or Candida),
the drug should be discontinued and/ or appropriate therapy instituted. As with

3




Precautions (continued)
any potent agent, it is advisable to check periodically for organ system dysfunc-
tion during prolonged therapy; this includes renal, hepatic, and hematopoietic
systems. This is particularly important in prematures, neonates and other
infants.

—_ = Adverse Reactions ~
As with other penicillins, it may be expected that untoward reactions will be es-
sentially limited to sensitivity phenomena. They.are more likely'to occur in indi-
viduals who have previously demonstrated hypersensitivity to penicillins and in
‘those with a history of allergy, asthma, hay fever, or urticaria. The following ad-
verse reactions have been reported as associated with the use of ampicillin:

Gastrointestinal—glossitis; stomatitis, black ""hairy’’ tongue, nausea, vom-
iting, and diarrhea. (These reactions are usually associated with oral dosage
forms.) ’

Hypersensitivity reactions—An erythematous maculopapular rash has

been reported fairly frequently. Urticaria and erythema multiforme have been
reported occasionally. A few cases of exfoliative dermatitis have been reported.
Anaphylaxis is the most serious reaction experienced and has usually been as-
sociated with the parenteral dosage form.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may be
controlled with antihistamines and, if necessary, systemic corticosteroids.
Whenever such reactions occur, ampicillin should be discontinued, unless, in
the opinion of the physician, the condition being treated is life-threatening and
amenable only to ampiciilin therapy.

Liver—A moderate rise in serum glutamic oxaloacetic transaminase {SGOT)
has been noted, particularly in infants, but the significance of this finding is
unknown.

Hemic and Lymphatic Systems—Anemia, thrombocytopenia, throm-
bocytopenic purpura, eosinophilia, leukopenia, and agranulocytosis have been
reported during therapy with the penicillins. These reactions are usually rever-
sible on discontinuation of therapy and are believed to be sensitivity reactions.

Dosage

Infections of the ear, nose, throat, and lower respiratory tract due to strepto-
cocci, pneumococci, and nonpenicillinase-producing staphylococci, and also
those infections of the upper and lower respiratory tract due to H. influenzae:

Adults— 250 mgevery 6 hours.

Children— 50 mg/kg/dayin divided doses every 6 or 8 hours.
Infections of the genitourinary tract caused by sensitive gram negative and
gram-positive bacteria:

Adults— 500 mg every 6 hours. Larger doses may hg requlred for se-
vere infections.
Children— 100 mg/kg/day in divided doses every 6 hours.

Uncomplicated urethritis due to N. gonorrhoeae:

Adult males and females—3.5 grams single oral dose administered simulta-
neously with 1.0 gram of probenecid.
Cases of gonorrhea with a suspected lesion of syphilis should have dark field

examinations before receiving amp:cz//m and monthly serological tests for a

minimum of 4 months.
Infections of the gastrointestinal tract:
Adults— 500 mg every 6 hours.
Children—* 100 mg/kg/day in divided doses every 6 hours.

Larger doses may be required for stubborn or severe infections. The children’s
dosage is intended for individuals whose weight will not cause a dosage to be

calculated greater than that recommended for adults. Children weighing more

than 20 kg should be dosed according to the adult recommendations.

It should be recognized that in the treatment of chronic urinary tract and intes-
tinal infections, frequent bacteriological and clinical appraisals are necessary.
Smaller doses than those recommended above should not be used. Even higher
doses may be needed at times. In stubborn infections, therapy may be required
for several weeks. It may be necessary to continue clinical and/ or bacteriologic-
al follow-up for several months after cessation of therapy.

Treatment should be continued for a minimum of 48 to 72 hours beyond the
time that the patient becomes asymptomatic or evidence of bacterial eradication
has been obtained. It is recommended that there be at least 10 days’ treatment
for any infection caused by hemolytic streptococci, to help prevent the occur-
rence of acute rheumatic fever or glomerulonephritis.

Directions for Mixing Oral Suspension
Prepare suspension at time of dispensing as follows: Add 66 ml of water to the
100 ml package and 132 ml of water to the 200 ml package. Shake vigorously.
This will provide 100 and 200 ml of suspension, respectively. Each tea-
spoonful (5 ml) will contain 125 mg or 250 mg ampicillin. SHAKE WELL BE-
FORE USING. Keep bottle tightly closed. The reconstituted suspension is stable
for 7 days at room temperature (70 °F.) or 14 days under refrigeration (40°F.).

How Supplied

Pen A (ampicillin) Capsules: Ampm:lhn trihydrate equivalent to 250 mg or 500
mg ampicillin per capsule.

250 mg: bottles of 100, 500, and unit dose (10 x 10’s).

500 mg: bottles of 100, and unit dose (10 x 10’s).

Pen A (ampicillin) for Oral Suspension: Each 5 ml of reconstituted suspension
contains ampicillin trihydrate equivalent to 125 mg or 250 mg ampicillin.

125 mg/5 ml: bottles of 100 ml and 200 ml.

250 mg/5 ml: bottles of 100 m! and 200 mi.

Manufactured by Beecham Inc., Bristol, TN 37620

Distributed by

PFIZER LABORATORIES DIVISION *
PFIZER INC.
60-2096-00-5 NEW YORK, N.Y. 10017 Printed in U.S.A.

9049/8 Revised Oct. 1974
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DIVISION OF BEECHAM INC. CLIFTON, NEW JERSEY

(BMP

65 INDUSTRIAL SQUTH
CLIFTON, NEW JERSEY 07012

REGULATORY DEPARTMENT

CABLE ADDRESS “BEECHPROD"
TELEX 133471

PHONE: 201—778-9000

February 13, 1975

Food and Drug Administration
Certifiable Drug Review Staff (HFD-535)::
Div. of Generic Drug Monographs ¥
Bureau of Drugs

5600 Fishers Lane
Rockville, Maryland 20852

DDAz

; Re: #60-666 (440.107c¢)

Gentlemen: '

Reference is made to Beecham Laboratories' approved
Form 6 Antibiotic Application (#60-666) for Ampicillin
Trihydrate for Oral Suspension..

We hereby wish to supplement our Application to pro-
vide for an updated Product Spec1f1catlon and Manufacturing
Directions which contain minor revisions and code number
and editorial changes.

This supplement is submitted in &riplicate.

Sincerely,

BEECHAM LABORATORIES
Qw,fe VM"""? .

George Vadnai
Manager, Governmental Affairs
GSV :dmm

Enclosures
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- Beecham

65 INDUSTRI{AL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT CABLE ADDRESS “"BEECHPROD"”
TELEX 133471 - -

%

-
z-g%" -
June 4, 1975848 Approvea. 7/ _J..,_m e

sy i1 A L Y -.---‘.;-—M

\4 ﬂg};" T

4. i PN -.‘...w

Food and Drug Administration e - : _ ~zﬂ frug
Certifiable Drug Review Staff (HFD-535) T &ﬂﬂﬂa

Bureau of Drugs deiisfe
5600 Fishers Lane

Rockville, Maryland 20852

" Re’: '#60*666'(440;107C)
_Gentlemen:

Reference is made to*Beecham Laboratories' Form 6 Anti-
biotic Application for Totacillin (ampicillin) for Oral Suspension
125 mg./5 ml. and 250 mg./5 ml. We hereby wish to supplement our
Application to provide additional stability data (36 months plus
12 months comparative supporting data for metal vs. =

caps); and request the extension of the expiry date to 36 months.

Under separate cover, the following samples are being trans-

mitted:
6 bottles 125 mg./5 ml. Lot #498 =% B §6 o
6 bottles 125 mg./5 ml. #499-5 =8¢ 3
6 bottles 250 mg./5 ml. #500-> 3 ¥
6 bottles 250 mg./5 ml. #501- 53 gb 5

In accordance with our discussions with Mr. Eisler, future
stability data will include both volume and weight based assgys.
Since the enclosed data was developed before our agreement, it
contains assay results on the "per 5 ml." basis only.

Sincerely,
BEECHAM LABORATORIES

it Vednas

George Vadnai
Manager, Governmental Affairs

Enclosures
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
ROCKVILLE, MAR_YLAND 20852

Our Reference: 60-666 (440.107c) . Date: . juiy 28, 1975 L

LETTER OF APPROVAL--Extension - RE: Your Batchmark No. FDA No. ’

Of Expiration Date o : 498 . 7 s2862 -

Your request dated: gune 4, 1975 _ 499 . - S2863 .
- S 500 S2864

500 -~ S2865

" George Vadnai :
Manager, Governmental Affairs :
Beecham Laboratories I A
65 Industrial South : : : :
Clifton,’New Jerséy 07012 - - . i C ‘ ‘.
' . ] _ ) ‘ " . .
Dear Mr. vadnai: -

Our laboratories have completed testing samples from the above-referenced

aged batches. On the basis pf the data available to'us at this time
. we believe your proposal to extend the expiration date on future batches
. of the referenced product has been adequately substantiated.

BEECHAM LABORATORIES .~ ° - . - is_ _hereby
~authorized  to wuse an expiration _-date. of - 36 " months

on a]]_ new - batches OfAm@icillin Trihydrate for Oral Suspension 125 mg./5ml -
~and 250 mg;/S”ml, manufactured and packaged in accord with approved_Fotm 6 )
specificationg- .—:.. . .. - . , . . ‘ ;

(Detail generic - name,  potency[ies], - type packaging, )
submitted for certification testing after the date of this letter. ‘An
~approved copy of -your request for the new dating period is enclosed for

‘your records.

The . fees charged for ~conducting - the confirmatory tests. and assays
in. our laboratories are indicated on the <-enolosed ; -cdpies of
FDA Form 1687. Your antibiotic certification account number

will be . billed in the usual manner for such tests performed in the amount
of § 420.00 a E T - -

om0 - Sincerely,
:NWK-DO - ' ' )
' ~535 )=:
HFD-535/0p .
HFD-430/1ab. : _ -
K:WhétleY HFD-332 /- ~ Milton Eisler ‘ _
5 }fsllefk, LT v Consumer Safety Officer
. AESISESRB o - Certifiable Drug ‘Review Staff (HFD-535)

, Division of Generic Drug Monographs
Enclosures . . S v S 4

o
4
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Beecham ‘

laboratories

65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000
i -

"

- A"/ 7 CABLE ADDRESS ”BEECHPROD-"

p /}l} 4/’7& TELEX 133471 -
i .

August 21, 1975

REGULATORY DEPARTMENT

Food and Drug Administration
Certifiable Drug Review Staff (HH
Division of Generic Drug Monogrdm
Buerau of Drugs

5600 Fishers Lane
Rockville, Maryland 20852

Gentlemen:

Reference is made to Béecham Laboratories' approved Form 6
#60-666, covering Ampicillin for Oral Suspension, distribu-
ted by Lederle Laboratories under the trade name Alpen.

We are submitting, in triplicate, final printed labeling which
reflects the addition_of the manufacturer's identification.

EECHAM LABORATORIES

g. Yadlonr

~
q§3 George Vadnai
:§3 Manager, Regulatory Affairs
fﬁi\/\?
GSV:sc

enclosures
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ALPEN*
~ AMPICILLIN
~ for Oral Use
DESCRIPTION

ALPEN ampicillin is derived from the penicillin
nucleus, 6 - aminopenicillanic acid (6-APA). Chem-
ically itisD () a - aminobenzy‘lpenicillin trihydrate.

ACTIONS

MICROBIOLOGY:

Ampicillin is similar to benzy! penicillin in its bacteri-
cidal action against sensitive organisms during the

_stage of active muttiplication. 1t acts through the

inhibition of biosynthesis of cell wall mucopeptide.
Ampicillin differs in in vitro spectrum from benzyl-

. penicillin in the Gram-negative spectrum. It exerts

high in vitro activity against many strains of Hemo-
philus influenzae, Neisseria gonorrhoeae, Neisseria
‘meningitidis and Neisseria catarrhalis, Escherichia coli,

Proteus mirabilis, Bacteroides funduliformis, Salmo-
nellae, and Shigeliae.

_In vitro studies have also demonstrated the sensitivity

of many strains of the following Gram-positive bacter-
ja: alpha- and beta-hemolytic streptococci, Diplococ-
cus pneumoniae, nonpenicillinase-produging staphy-
tococci, Bacillus anthracis, and most strains of entero-
cocci and clostridia. Ampicillin generally}provides less
in vitro activity than penicillin-G against Gram-positive
Bacteria. Because it does not. resist dgstruction by
penicillinasé' it is not effective against. penicillinase-
producing bacteria, particularly resistant staphylococ-
ci. All strains of Pseudomonas and most strains of
Klebsiella and Aerobacter are. resistant.

PHARMACOLOGY:

ALPEN ampicillin is acid stable and, therefore, well
sbsorbed. Food, however, retards absorption. Blood
serum levels of approximately 2 mcg /ml are attained
within 1-2 hours following a 250 mg. oral dose given

to fasting adults. Detectable amounts persist for about

& hours. Ampicillin diffuses  readily. into all body

tissues and fluids with the exception of brain and

spinal fluid except when meninges are inflamed.
Higher serum levels are btained. following 1.M. injec-
tion. Most of the ampicillin is excreted unchanged in
the uririe -ahd ~this ‘excretion” can be delayed by

concurrent -administration ofvprobe'necid.'-Thé active
form appears in the bile in higher concentrations than

found in the serum. Ampicillin is least serum bound of

all the penicillin’s, averaging about 20% compared to
approximately 60%-90% for other penicillins.

INDICATIONS

ALPEN ampicillin s indicated in the treatfnent of
_ infections due to susceptible strains of the following:

Gram-Negative Organisms - Shigellae, Salmonellae {in-
cluding S. typhosal, H. influenzae, E. coli, P. mirabilis,
N. gonorrhoeae and N. meningitidis. e

Gram-Positive Organisms - Streptococci, D- pnéeumo-
niae, and: nonpenicillihaSE-producing staphylococei:

Because of its wide spectrum and bactericidal action,
it may.be useful in instituting therapy; however,
bacteriological studies 1o determine the causative
organisms and their sensitivity to ampicillin should be
performed.

Indicated surgical procedures should be performed.

CONTRAINDICATIONS

The use of this drugis contraindicated in individuals
with a history of an allergic reaction to any of the
penicillins.

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPER
SENSITIVITY (ANAPHYLACTOID) REACTIONS
MAVE BEEN REPORTED IN PATIENTS ON PENI.
CILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS
VIORE FREQUENT FOLLOWING PARENTERAL
THERAPY IT HAS OCCURRED IN PATIENTS ON
ORAL PENICILLINS. THESE REACTIONS ARE
MORE APT TO OCCUR IN INDIVIDUALS WITH A
HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO
MULTIPLE . ALLERGENS. THERE HAVE BEEN
REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY WHO HAVE EX-.
PERIENCED SEVERE REACTIONS WHEN TREAT-
ED WITH CEPHALOSPORINS. BEFORE THERAPY
WITH A  PENICILLIN, CAREFUL _INQUIRY
SHOULD BE MADE CONCERNING PREVIOUS
HYPERSENSITIVITY REACTIONS TO PENICIL-
LINS, CEPHALOSPORINS, AND OTHER ALLER-
GENS. IF AN ALLERGIC REACTION OCCURS,
THE DRUG SHOUPD BE DISCONTINUED AND
THE APPROPRIATE THERAPY INSTITUTED. SER-
{OUS ANAPHYLACTOID REACTIONS REQUIRE
IMMEDIATE EMERGENCY TREATMENT. WITH
EPINEPHRINE. OXYGEN, INTRAVENOUS STER. -
0IDS, ANY AIRWAY MANAGEMENT, INCLUDING
INTUBATION, SHOULD ALSO BE ADMINISTERED
AS INDICATED. : :

USAGE IN PREGNANCY: )
Safety for use in pregnancy has not been established.

PRECAUTIONS
As with any antibiotic preparation, constant observa-
tions for signs of overgrowth of nonsusceptible organ-
isms, including fungi, are essential. Should superinfec-
tion occur -{usually involving Aerobacter; Pseudomo-
nas, or Candida), the drug should be discontinued
and/or appropriate therapy instituted.
As with any potent agent, it is advisable to check
periodically for organ system dysfunction during
prolonged therapy: this includes renal, hepatic, and
hematopoietic systems. This is particularly important
in prematures, neonates and other infants.
ADVERSE REACTIONS
As with other penicillins, it may be expected that
untoward: reactions will be. essentially limited to
sensitivity phenomena. They are more likely to occur
in: individuals ‘who have previously demonstrated
hypersensitivity to penicillins and in those with a
history of allergy, asthma, hay fever, or urticaria.
The following adverse reactions have been reported as
associated with the use of ampicillin:
Gastrointestinal — Glossitis,. stomatitis, black “hairy”
‘tongue, nausea;’ vomiting, ‘diarthea. (These reactions
are usually associated with oral dosage forms.) :
«® 872,458 of Mfr.

i e i




Hypersensitivity Reactions — An erythematous macu-
lopapular rash has been reported fairly frequently.
Urticaria and erythema muitiforme have been reported
occasionally. A few cases of exfoliative dermatitis have
been reported. Anaphylaxis is the most serious reac-
tion experienced and has usually been associated with
the parenteral dosage form.

NOTE: IR

Urticaria, other skin rashes, and serum sickness-like
reactions may be controlled with antihistamines and,
if necessary, systemic corticosteroids. Whenever such
reactions occur, ampicillin should be discontinued
unless, in the opinion of the physician, the condition
being treated is life-threatening and amenable only to
ampicillin therapy. :

LIVER - A moderate: rise in serum-glutamic oxaloa-

cetic transaminase {SGOT) has been noted, particular-
ly. in infants, but the significance of this finding is
unknown. : )

HEMIC AND LYMPHATIC SYSTEMS — Anemia,
thrombocytopenia, thrombocytopenic purpura, eosin-
ophilia, Jeukopenia, and agranulocytosis have been
reported during ‘therapy with the penicillins. These
reactions aré usually: reversible on discontinuation of
therapy and are/believed to be sensitivity reactions.
DOSAGE . ' o
Infections of the ear, nose, throat, and lower respira-
tory. tract .due- to- streptococci, pPneumococci, and
nonpenicillinase-preducing staphylococci; and also
those infections -of the upper and lower respiratory
tract due:to.H. influenzae. - ‘
Adults: 250:mg: every 6-hours.’ . .

ildrens ‘50 'migi/kg /day in-divided doses-every 60r8

pfections of 1 itourinary ‘tract caiised by sénsi-
Gram gative’ nd Gram-positive bacteria.
Adults: ‘600 mg. evéry 6 hours. Larger doses may be
required for severe infections. ]

Children: 100 mg /kg /day in divided. doses every 6
hours. . :

Uncomplicated urethritis due to N. gonorrhoeae.

Adult males and femalesi. 3.5 grams single orel dose
admi imultaneously with. 1.0.gran .of proben-
Cases:0 norrhea; with;a suspected:lesion: of :syphilis

should--have dark-field-examinations: before receiving
ampicillin, and monthly serological tests for a mini-
mum.of 4 months.

dAnfections, of.the gasi‘ro m_testiﬁé[ : trééi‘.
‘Adults: 500 mg: every 6 hours.- - oo
Children: 100::mg-/kg fday: iin -divided doses:every: 6
hours. FENTSE I Tk

: Man_ufai:thred by. e
BEEGHAM’L‘ABORATORI'ES .
" Division of Beecham inc.”

_ Bristol, Tenn. 37620
~For. .

?rAmeni:clar:r-Cyanamid Coﬁbéhy, Pearl River, N.Y. 10965 .

6953/8 e

%

S DIVISION

Larger doses may be required for stubborn or severe
infections. The children's dosage is intended for
individuals whose weight will not.cause a dosage to be
calculated greater than that recommended for adults.
Children weighing more than 20 kg shoulid be dosed
according to- the adult recommendations.

It should be recognized that in the treatment of
chronic urinary tract and intestinal infections, fre-
quent bacteriological and clinical appraisals are neces-
sary. Smaller doses than those recommended above
should not be used. Even higher doses may be needed
at times. In stubborn infections, therapy may be
required for several weeks. It may be necessary to
continue clinical and/or bacteriological follow-up for
several months after cessation of therapy.

Treatment should be continued for a minimum of 48
to 72 hours beyond the time that the patient becomes
asymptomatic or evidence of bacterial eradication has
pbeen obtained. It is recommended _that there be at
feast 10 days’ treatment_for any infection caused by
hemolytic streptococci, to help prévent the occurrence
of acute rheumatic fever or glomerulonephritis.

‘DIRECTIONS for MIXING ORAL SUSPENSION
Prepare suspension at time of dispensing as follows:
Add the required amount of water (see table below} to
the bottle and shake vigorously. Each teaspoonful (5
ml) will contain 1256 mg_or 250 mg ampicillin.

. Amount of water
Bottle Size Required for Reconstitution
80 mi 53 mi
100 ‘m} : 66 ml
150' ml » 100 ml
200 ml -~ 132 mi

SHAKE WELL BEFORE USIN—G.

Keep bottle tightly closed. The reconstituted suspen-
sion is stable for 7 days at room temperature {70°F)
and 14 days under refrigeration (40°F).

HOW SUPPLIED

ALPEN ampicillin Capsules. Each capsule contains . '

ampicillin trihydrate equivalent to 250 or 500 mg

ampicillin.

Product No: 3835 250 mg o

Product No. 3836 500 mg E : s
ALPEN for Oral Suspension. Each 5 ml of reconstitut-
ed oral suspension contains ampicillin trihydrate‘€qui-
valent to 125-mg or 250 mg ampicillin,.- ) .

125 mg /5, ml - Product No. 3840, bottles of 80 mi,
100 ml, 150 mland 200k~ ...
250-mg./5-ml - Product No. 3841, bottles of 80 mi,
100 mf, 150-ml and 200ml. - . .- -

REV. 6/75
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Product No.

Package No.

Sore @m /W and. Fto Text Code No.

Date

THIS FACSIMILE OF TEXT IS THE LATEST PRINTING ) o
Kind of Labeling .

Dir‘adinns for Mixing < g
g I Priar to Dispensing: ‘? >mp05|1'|on NO. -
& Loosen powder, add a total of L)
2 | 53 m} of water in two portions O
§, % and shaks well after aach ©0
58 | addition. ze
53¢ EACH & ml CONTAINS: :
E8%s mpicillin trihydrate equivalen
s58 | . enye to 125 mg Ampiciltin. tho D Book D
£ Ampicillin USURL DOSAGE: >0
g SO100 ma/ke/day n divideg a
32 - mg/kg/day in divi oses .
'."::: 3 I for I s . every 6-8 hours. 4 ome D
52 o ADULTS:- .
g E: I ra uspeHSIon 250-500 mg every 6 ate
L qui to 2.0 Grams Ampicill hours.
S5
o= =% vored EMPORTANT:
% w25 I Cherry Flavor Read accompanying literature for T . t S
_ o g FE When' Reconstituted Each 5 ml indications, dosage and - n 1ze
g g H | contains Ampicillin Trihydrate pracautions.
Ow g2 equivalent to
N | Tail Size
gt 125 Mg smicitn Mot s
g = 3B I . CAUTION: Federal law prohibits Division of Beacham Inc. fUp s
o :“" 25 % £ dispensing without prescription. Bristol, Tenn. 37620
we ccs a i or -
WT EE: | s 80 micwhen reconstituted) LEDERLE LABORATORIES illey
&
| American Cyanamid Company
Pearl River, N.Y. 10965
| . »x-or Jar.
»
Grain Direction
¥

LPR 269A REV. 4/63



Product No.

Package No.

Frpre @W /%,,ﬂm A Text Code No.

D .
THIS FACSIMILE OF TEXT IS THE LATEST PRINTING ate

Kind of Labeling

Directions for Mixing
Prior to Dispansing:

< .
position No. -~

l <
3 I B > Loosen powder, add a total of L\’
5 . 66 ml of water in two portions e,
. g and shake well after each addition.O
355 I % . EACHS ml CONTAINS:
e e n Ampicillin trihydrate equivalent . .
El ; 2 | to 125 mg Ampicillin. B k
S8
5e TR USUAL DOSAGE: o [] ook []
£s m picitlin CHILDREN: -
2 £ 50-100 mg/kg/day in divided doses -
zs l for every 6.8 hours. . - ne D
£3 H ADULTS:
] < . i
g3: Oral Suspension 2w n .
FaE l equivalent to 2.5 Grams Ampicillin o' r
508 IMPORTANT:
a It g; I Cherry Flavored Read accompanying fiterature for Tl § Sl ze
8% 52 When Reconstituted Each § ml indications, dosage and — 10
- —d@ 25 contains Ampicillin Trihydrate P "
Cuw 5 I equivalent to . .
@ % ———— Tail Size
Ta it , 125 Mg Ampicitlin BEECIIAM SADGRATORIES
g = 3T CAUTION: Federat law prohibits Division of Beecham Inc. ps
o 3 5 é I 2 dispensing without prescription, B"!s""" Tenn. 37620
ec s e . Al
‘Iﬂ; 28t g 100 ml(when reconstituted) LEDERLE LABORATORIES ey
X¥XH 33 & _ DIVISION 5
American Cyanamid Campany
Pearl River, N.Y. 10965
| . -or Jar
»
Grain Direction
¥

LPR 269A REV. 4/63
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Product No.

| l | Package No.
% @W i%m M % i Text Code No.

THIS FACSIMILE OF TEXT IS THE LATEST PRINTING Date

Directions for Mixing

Loosen pawder, add a total of

Kind of Labeling _

< ce

Prior to Dispensing: 3 position No. -~ -
&
3]

]
k] l 100 mi of water In two portions
2 l and shake well after each addition.

g4t EACH 5 ml CONTAINS: H

s88 l Ampicillin trikydrats equivalent R i

= to 125 mg Ampicillin.

5T o

i3 ! . g UsuaL DOSAGE: 10 D Book D

Sz CHILDREN:

£5 | AmplCI"II‘l 50-100 mg/ke/day in divided doses -

2% overy 6-8 hoy(s. - . - ne D

E ‘; ‘ for . ADULTS:

EE s 250.500 mg evesy 6

o:: 1 Oral Suspension 2505 e
% '_E § | equivalent to 3.75 Grams Ampicillin IMPORTANT:

s Read accompanying literature for

E 3 EE ‘ Cherry Flavored indications, dosage and —_— Tl nt SI ze
: Qo = E] When Reconstituted Each 5ml precautions.

g E 25 contains Ampicillin Trihydrate
Qw E-;'—_' l equivalent to Ta| I S
ot 3 £ Manufactured by ] ize
EgE | 125 mg Ampicillia BEECHAM LABORATORIES
Sy . Division of Beacham Inc.
ZE ] I CAUTION: Federal taw prohibits Bristol, Tenn. 37620 ps
Fuw s 2 dispensing without prescription. for
&JE : & 150 | h tituted) LEDERLE LABORATORIES

s 5 when reco ute DIVISION
;‘ 5 é l S m s American Cyanamid Company BY

l Pearl River, N.Y. 10965
. pox-or Jar.
- -
Grain Direction
¥
LPR 269A REV. 4/63
Y N



Product No.

Package No.

ooy @W f%mm,b and Ftl, Text Code No.

THIS FACSIMILE OF TEXT IS THE LATEST PRINTING , Date —~

Kind of Labeling

1
Directions for Mixing < HH .
I Prior to Dispensing: a rosition No.
H I Loosen powder, add a total of n
E 132 mi of water in two portions o
G .8 I and shake well after each addition. O
»n® C
558 I EACH 3 ml CONTAINS: C
Tea Ampicillin trihydrate equivalent
g5 to 125 mg Ampicillin. » [ Book D
=50 a agge -
Lc USUAL DOSAGE: -
=1 | AmpICI"In CHILDREN: - =- « e []
8% | 50-100 mg/kg/day in divided doses
3o for every 6-8 Tours. - . .
2% - 0
R I o I s ADULTS:
(4] ;_E ra uspeHSIon 250-500 mg every 6
% g § I equivalent to 5.0 Grams Ampiciilin hours. — Ti nt S| ze
Q> s Cherry Flavored IMPORTANT:
Wu 35 I Read accompanying literature for T il S
Qe £ When Reconstituted Each 5 ml indications, desage and ——— i ail Jize .
o] 8 é s contains Ampicillin Trihydrate precautions.
(=] g sE | equivalent to 'S
> e
P - ..
Ea2g icilli Manufactured by
Sy s | 125 Mg Ampiciliin BEECHAM LABORATORIES ty
== 3% CAUTION: Federal iaw prohibits Division of Beecham Inc.
268C ] ispensing without prescription. ristel, tenn.
';l;‘l 552 I 6“; di ing with ipti E’ru Tenn. 37620 o Ja
g R r
g% Eg: | s 200 ml (when reconstituted) LEDERLE | ABORMTORIES
NhEEO
Y American Cyafimid Company . .
I Pearl River, N.Y. 10965 1 DII’eCfIOn

¥

LPR 269A REV. 4/63
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Product No.

Package No.

ore @W f,%,,,ww,” ared. Fil Text Code No.

THIS FACSIMILE OF TEXT IS THE LATEST PRINTING : Date
Kind of Labeling

Directions for Mixing < T4 -
| Prior to Dispansing: 8 npos ition N°~
3 Loosen powder, add a total of O
3 53 ml of water In two portions 8
2 I and shake well after each
2 (4 § addition. e
EE E I EACH S m} CDN:AIQHS: walont ) -
2y Ampicitlin trihydrate equivalen! [:] )
S53 | . epye to 250 mg Ampicillin. ho Book
=% .
£ | AmDICI llin UsuaL pasAGe: -
4 50-100 me/kg/day-in divided doses e D
E 3 l fOI’ - every 6-8 hours.
28 .
52 Py C
g3f | Oral Suspension 20 ... te
Z 2% equivalent to 4.0 Grams Ampicillin hours.
£ IMPORTANT:
EJ 3 E = | Cherry Flavored Read accompanying literature for T l nt Sl ze
- B B2 When Reconstituted Each 5 mi indications, dosage and —_—
3 O &5 I contains Ampicillin Trihydrate pracautions.
Ol EE equivalent to TQ" Size
55 et | 50
2 icilli Manufactured by
Ed ‘:‘g Amp!cﬂlln BEECHAM LABORATORIES DS
@2 22 l CAUTION: Federal law prohibits Division of Beecham Inc. p
Fus 52 H dispensing without prescription. :zar:slol. Tenn. 37620
[P a .
HE £5% | 3 80 mlwhen reconstituted) IBE‘II)IESRI%’%LABORATDRIES | ey
xeE3o ¢ 2 American Cyanamid Company
I Pear) River, N.Y. 10965
| -or Jar

Grain Direction

LPR 26%A REV. 4/63
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Producf No.

Package No.

For @W jfggﬂfmfwfv M Fitt, | Text Code No.

THIS FACSIMILE OF TEXT IS THE LATEST PRINTING . Date
Kind of Labeling

Dirsctions for Mixing <

Prior to Dispensing: = ips

Loosen powder, add atotal of o POSItion No.
i 5N

v
H I 66 ml of water in two portions
3
£ and shake well after each addition.\O
W8
£33 I -3 EACH 5 mi CONTAINS:
~e & e “ Ampicillin trihydrate equivalent
Bl s I to 250 mg Ampicillin. L
wLw
§5° PETH USUAL DOSAGE: > ] 0
22 | Ampicillin Shgn Book
2% 50-100 mg/kg/day in divided doses ]
-8 f every 6-8 hours. -
23 or - . e
22 o i s A ADULTS: *
@35 ral OUSPensIon 250500 me overy.6
F 3 hours. )
> 2 8 I equivalent to 5.0 Grams Ampicillin
D52 EMPORTANT:
s = g2 I Cherry Flavored Read accompanying Iit:uhlre for
Do B2 When Reconstituted Each 5 mi indications, dosage an J— Ti i
° 3 E é g contains Ampicillin Trihydrate precautions. nf SI zZe
Ouwl g-? 4| equivalent to
:T,EE 250 afacturad b —— Tail Size
[y ] icilli Manufactured by
z g %8 | LI Acpicillin BEECHAM LABORATORIES
== 323 CAUTION: Federal 1aw prohibits ivision of Beecham [nc. )
: Y .EE z | H dispensing without prescription. Pristal, Tenn. 37620 s
%3
FESTE S LEDERLE (ABORATORIES
££8 2 DIV y
xa o w American Cyanamid C Y
Pearl River, N.Y. 10965
| o o Jar

Grain Direction

-
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Product No.

Package No.

For Ysur f%mm and St Text Code No.

THIS FACSIMILE OF TEXT IS THE LATEST PRINTING ’ Date .
Kind of Labeling

Directions for Mlxing
Prior to Dispansing:

1position No.

100 mi of water in two portions

<
~
Loosen powdar, add a total of %
o
and shake wall after aach addition. WO

L}
- |
: |
g¢t EACH 5 ml CONTAINS: 2 —
33 | Ampicillin trihydrate equivalent
P ‘f, to 250 mg Ampicillin.
EE L Ampicill s s o O Book [
Sec . : .
- - | mpichin $6-100 me/ke/dayin ivided doses -
-4 avery 6-8 hours.—~ T
33 | for me D
g3 = ADULTS:~~ - -
H X
i I Oral Suspension 250-506 mg avary §
Z2Ee hours. te
. .g 25 i equivalent to 7.5 Grams Ampicillin meoRTANT:
23 lead accompanying literature for
Hw 25 I Cherry Flavored X indications, dosage and TI nt Si ze
- Q g 5® When Reconstituted Each 5 m! precautions. .
AL BE contains Ampicillin Trihydrate
Qial 2c ' equivalent to T . I S
N Ee al 1ze
28 - Manufactured by
L@t I 250 m 4 Amsicillin BEECHAM LABORATORIES
g o EECH £
22 33s | ,  GAUTION: Federal law protitits Brital, Tenn. 37620 ps
a § .E s z 5 dispensing without prescription. for .
e e ) LEDERLE LABORATORIES
CENE | s 150 ml(when reconstituted) DIVISION le
Xxnzxo uf American Cyanamid Company Y
| Pearl River, N.Y. 10965
“» pox-or Jar
-

Grain Direction
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Product No.

Package No.

Text Code No.

Date -

THIS FACSIMILE OF TEXT IS THE LATEST PRINTING

“i-d of Labeling

3

American Cyanamid~€ompany
Pearl River, N.Y. 10965

Diroc(im;,s for Mixing i
Prior to Dispensing: 1 siti .
? Laosen powder, add a total of $ position No
3 132 ml of water in two portions G
w2 and shake well after each addition. ‘O
- a
5538 * EACH 5 mi CONTAINS: :
~a & pe n Ampiaillin trihydr?te equivalent
Eo e to 250 mg Ampicillin. p
B ieills USUAL nf)sn:z e U Book []
S c d 3
te AmpICI"In CHILDREN: - 7. -
at 50-100 mg/kg/day in divided doses me D
2 for every 6-8 hours:- : .
3 o | s H ADULTS: te
[L] ‘3 5 ra uspenSIOH 250-500 mg every 6 )
£ R equivalent to 10.0 Grams Ampicillin hours. . .
833 |RPORTANT: Tint Size
a uw _;_— E Cherry Flavored Read agcomﬁanying literature for )
8 &E == When Reconstituted Each 5 ml indications, dosage and Tail Si ze
— |,,°_ o3 contains Ampicilfin Trihydrate precautions.
Ouw _E_,-'é' equivalent to
>MEs ups
~ 4 8 -
Egos 250 m icillin Manufactured by
U=t Ampic BEECHAM LABORATORIES le
o= 2B CAUTION: Federal law prohibits Division of Beecham inc. Yy
:_ ¥ss g 2 dispensing without prescription, ;lonstol. Tenn. 37620
We ccs a ! r
$5¢ ; when reconstituted LEDERLE LABORATORAES cor Jar
$n s 5 200 ml,; e ) DIVISION

in Direction

LPR 269A REV. 4/63



CENTER FOR DRUG
EVALUATION AND
RESEARCH

Approval Package for:

APPLICATION NUMBER:

60-666 supplement

Trade Name: Penbritin for Oral Suspension
125mg/5mL and 250mg/5mL

Generic Name: ampicillin trihydrate
Sponsor: Beecham Laboratories

Approval Date: ~ November 12, 1975
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Beecham -

laboratories

65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT CABLE ADDRESS “BEECHPROD"
TELEX 133471

November 7, 1975 §
Date Lpprevoed | ///4;59<ﬂzzlzﬁﬁhm

Food and Drug Administration Signed
Certifiable Drug Review Staff (HFD-535) For thf
Div. of Generic Drug Monographs -Dega e
Bureau of Drugs

5600 Fishers Lane )
Rockville, Maryland 20852 *

Re: #60-666 (440.107c)

Gentlemen: £

Reference is made to Beecham Lahoratories' approved Form 6
Ankdbiotic Application #60-666 covering Ampicillin for Oral
Suspension, distributed by Ayerst Laboratories Inc. under
the trade name Penbritin.

We are hereby submitting, in triplicate, a final printed
package insert revised to delete the manufacturer's name
and final printed labels which add the manufacturer's

name.

Sincerely,
BEECHAM LABORATORIES

George Vadnai :
Manager, Governmental Affairs
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cacei, Diplococcus

0s-15

PENBRITIN*

(ampicillin)
f
QRAL sugerENSION PEDIATRIC DROPS
12 ) ) for -
5";20{5 e ORAL SUSPENSION
250 mg./5 cc. 100 mg./cc.

CAUTION: Federal law prohibits dispensing without prescription.
DESCRIPTION

Chemical tame: D{ — )-alpha-aminobenzyl penicillin
PENBRITIN is an orally active, semisynthetic hroad spectrum penicillin. Tt is inactivated by
penicillinase.

ACTIONS

Microbielogic:

Ampicillin appears to act primarily by interfesing with the synthesis or maintenance of the bacterial
cell wall. it strongly inhibits the early lag and- logarithmic phases of bacterial multiplication. In
in vitro studies, ampicillin is bactericidal. -

PENBRITIN is effective against the usual penicilin-susceptible gram-positive organisms, and in
addition, many gram-negative pathogens. It is active in vitro against many strains of the following
bacteria: 7 -

GRAM-POSITIVE ~ Alpha and beta hemolytic streptocacci, nonpenteillinase-producing staphylo-

jae, Clostridi. ies, Bacillus anthracis, most strains of enterococci.

GRAM-NEGATIVE — #; hilus infl Neisseria g h and ingitidis, Proteus mirabilis,
Escherichia coli, Salmonella (including S. typhosa), Neisseria catarrhalis, Bacteroides funduliformis, and
Shigella.

Al strains of Pseudomonas and most strains of Klebsiella-Aerabacter are resistant. Because

ampicillin is destroved by penicillinase, PENBRITIN s not eftective against penicillinase-producing
bacteria. Ty
Pharmacologic:
PENBRITIN is stable in acid and is therefore not destroyed by gastric juice. (Food, however, retards
absorption.) PENBRITIN is well absorbed and produces high and persi blogd levels of unbound
ampicillin. Ampicillin is the least protein bound of all the penicillins, averaging 20 percent as con-
trasted with 60 to 90 percent for the others. Bload serum levels of approximately 2 mcg./ml. are
achieved within one ta two hours following'a 250 mg. oral dose to fasting adulfs. Detectable amounts
persistin the blood for ahout six hours. There-are high concentrations in the bile and urine. Ampicilfin
diffuses readily into most body tissues and fluids. However, penetration infd the eerebral spinal fluid
occurs only with meningeal inflammation. Ampicillin is excreted in the urine, largely unchanged, and
this excretion can be delayed by concurrent administration of probenecid.

INDICATIONS
PENBRITIN is indifated in the treatment of jnfectipns due to susceptible strains of the following:
GRAM-NEGATIVE organisms: Shigella, Salmonella fincluding . typhosa), H. influenzae, E. col;
P mirabilis, N. gonorrhoeae, and N. meningitidis. ’
GRAM-POSITIVE organisms: Streptococei, nonpenicillinase-producing staphylococci, and
D. pneumoniae. ’ ;
Bacteriologic studies to determine the causative organisms and their sensitivity to ampicillin
should be performed. Because PENBRITIN is a broad spectrum antibiotic, therapy may be instituted
prior to the results of sensitivity testing.

CONTRAINDICATIONS
PENBRITIN is contraindicated in patients with a history of hypersensitivity to any penicillin.

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHYLACTGID) REACTIONS HAVE
BEEN REPORTED IN PATIENTS ON PENICILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE
FREQUENT FOLLOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS QN ORAL PENI-
CILLINS. THESE REACTIONS ARE MORE APT TO OCCUR IN INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE AL-
LERGENS.

THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSI-
TIVITY WHO HAVE EXPERIENCED SEVERE REACTIONS WHEN TREATED WITH CEPHALOSPORINS.
BEFORE THERAPY WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CONCERNING
PREVIOUS HYPERSENSITIVITY REACTIONS YO PENICILLINS, CEPHALOSPORINS, AND OTHER
ALLERGENS. ; ' )
IF AN ALLERGIC REACTION OCCURS, THE ORUG SHOULD BE DISCONTINUED AND THE APPRO-
PRIATE THERAPY INSTITUTED. SERIOUS ANAPHYLACTOID REACTIONS REQUIRE IMMEGIATE
EMERGENCY TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENQUS STERDIDS, AND AIR-
WAYMANAGEMENT, INCLUDING INTUBATION, SHOULD ALSO BE ADMINISTERED AS INDICATED.

USAGE IN PREGNAI_\ICY: Safety for use in pregnancy has not been established.
PRECAUTIONS

As with any antibiotic preparation, constant observation for signs of overgrowth of nonsusceptible
organisms, including fungi, is essential. Should superinfection occur {usually involving Aerobacter,
Pseudomonas, or Candida), the drug should be discontinued and/or appropriate therapy instituted.

Periodic assessment of renal, hepatic, and hematapoietic function should be made during prolonged
tirerapy. This is particularly important in prematures; neonates and other infants.

ADVERSE REACTIONS
As with other penicillins, it may be expected that untoward reactions will be essentially limited to
sensitivity phenomena. These are mare likely to occur in individuals with a history of allergy, asthma,
hay fever, or urticaria.
The following adverse teactions have been reported as associated with the use of ampicillin:
Gastrointestinal — glossitis, stomatitis, black “hairy" tongue, nausea, vomiting, diatrhea. {These
teactions are usually assaciated with oral.administration. ) .

_ *Mft. lic'd.under ® 705,484 607, 611, 6?5
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PENBRITIN (ampicillin) for Oral Suspension &
Pediatric Drops for Oral Suspension cont'd.

Hypersensitivity reactions — eryth macul rashes have been reported fairly fre-
quently; uticasia, erythema multiforme, and an occasional case,of exfoliati dermatitis have been
reported. Anaphylaxis is usually associated with parenteral administration. .
Aote: Urticaria, other skin rashes, and serum sickness-like reactions may be controlled with antihista-
mines and, if necessary, ic corti ids. Wh such reactions occur, ampicillin should .
be discantinued unless. in the opinion of the physician, the candition being treated is life-threatening
and amenable only to ampicillin therapy.

Hepatic — A moderate rise in serum glutamic oxaloacetic transaminase (SGOT} has been noted,
particularly in infants. The significance of this finding is unknown.

Hemic and lymphatic —anemia, thrombocy ia, thrombocy ic purpura, inaphilia,
leukopenia, and agranulocytosis have been reported. These are usually reversible on discontinuation
of the drug, and are befieved to be hypersensitivity phenomena.

DOSAGE AND ADMINISTRATION

Infection Usual Dosage™ Usual Dosage*
Adults . Childrent

Respiratory tract 250 mg. g.6h. 50 mg./ky./day in -
equal doses g. 6-8 h.

Gastrointestinal tract 500 mg. g. 6 h. 100 mg./kg./day in

Genitourinary tract equal doses g. 6-8 h.

Urethritis in Males or 3.5 Gm. single oral dose administered si- e

Females due to multaneously with 1.0 Gm. of probenecid __

. gonorrhoeae In the treatment of complications of gon-

orrheal urethritis, such as prostatitis and
epididymitis, prolonged and intensive ther-

apy is recommended.

Cases of gonorrhea with a suspected pii-

mary lesion of syphilis should have dark-

field examinations before receiving treat-

ment. In all other cases where concomitant

syphilis is suspected, monthly serologic

tests should be made for a minimum of four -
months.

* Larger than usual dosages may be required for stubborn or severe infections. Smaller doses than those recommended above
should not be used. .

‘t‘The children's dosage is intended lor individuals whose weight will not cause a dosage to be Palculaled greater than that
recommended for adults. Children weighing more than 20 kg. {44 1b.] should be given the aduit recommended dosage.

PEDIATRIC DROPS:
A suggested dosage regimen is:
Under 12 Ib. — 0.6 cc. q. 6 hours.
12-25 1b.# 1.0 cc. . 6 hours.
25-44 1b. — 2.0 cc. q. 6 hours.

DURAT!ON OF TREATMENT: Medications should be continued for at least 48 to 72 hours after all
symptoms have subsided or cuitures have become negative. For any infection caused by hemolytic
streptococci, at least 10 days of treatment is recommended to help prevent the occurrence of acute
theumatic fever or glomerulonephritis.

DIRECTIONS FOR MIXING ORAL SUSPENSIONS

Prepare suspensions at time of dispensing as follows: Add the required amount of water (see
table below] to the bottle and shake vigorously. Each teaspoonful {5 cc.) of reconstituted Oral
Suspension will contain 125 mg. or 260 mg. ampicillin, depending upon the initial concentration.
Each cc. of reconstituted Pediatric Drops will contain 100 mg. ampicillin.

Amount of Water Required

Bottle Size for Reconstitution
100 cc. Oral Suspension 66 cc.
200 cc. Oral Suspension 132 «¢cc.

20 cc. Pediatric Drops 11.5cc.
SHAKE WELL BEFORE USING.
STABILITY

ORAL SUSPENSION: No refrigeration required before mixing. After mixing, suspension may be kept
-atroom temperature (700 £) for 7 days or in a refrigerator {400 F) for 14 days without significant
{oss of patency. KEEP TIGHTLY CLOSED.

PEDIATRIC DROPS: No refrigeration required before mixing. After. mixing, suspension may be
kept in a refrigerator for 14 days without significant loss of potency. KEEP TIGHTLY CLOSED.
HOW SUPPLIED :

PENBRITIN (ampicillin) for Oral Suspension — when reconstituted:

Each 5 cc. {one teaspoonful) contains 125 mo. ampicillin as the trihydrate. Bottles for 100 cc..
{NDC 0046-0607-86) and 200 cc. (NDC 0046-0607-82}. ’

Each-5.cc. (one teaspoonful) contains 250 mg. ampicillin as the trihydrate. Bottles for 100 cc.
{NDC 0046-0611-86) and 200 cc. (NDC 0046-0611-82).

PENBRITIN (ampicillin) PEDIATRIC DROPS for Oral Suspension — when reconstituted:
Each cc. contains 100 mg. ampicillin as the trihydrate. Bottles for 20 cc. (NDC 0046-0625-20).

: ’ Distr_ibuted by )
AYERST LABORATORIES INCORPORATED
New York, N.Y. 10017

+

Revised September 1975. 6947/C . Printed in U.S.A.
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Beecham

laboratories

65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT

CABLE ADDRESS ““BEECHPROD"
TELEX 133471

January 16, 1976

So. e v Doet an iy
Food and Drug Administration SRRV < atu> - 8 .WWJ@/‘:?—_Q 'léz...,.m —
Certifiable Drug Review Staff (HFRzhd@&k #a.
Division of Generic Drug Monograpn
Bureau of Drugs
5600 Fls@ers Lane
Rockville, Maryland 20852

Gentlemen:

Reference is made to Beecham Laboratories' approved Form 6
$60-666 covering Ampicillin for Oral Suspension, distributed
by Pfizer Inc. under the trade name Pen A.

We are submitting, in triplicate, final printed labeling
which was revised to reflect the Pfipharmecs Division
signature and NDC number and the addition of the manufac-
turer's identification.

- George Vadnai
sMlanager, Governmental Affairs

GSV-: dram
Enclosures

R ™
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RECOMMENDED STORAGE IN DRY FORM

STORE BELOW 86°F. (30°C.)

When reconstituted as directed each 5ml (1 ”mmmuoo:_ i)
contains ampicillin .:Ed_‘ma equivalent to 125 mg ampic
Directions for reconstitution: Add 66 m! of water. For ease
of preparation, tap gently, add water in 2 portions.

Shake well after each addition. MADE INUS.A, 1

EXP.

- - — i — ———— . M - —————

LOT NO.

KEEP CONTAINER TIGHTLY CLOSED - SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard «
unused portion after 7 days; when stored under
refrigeration discard unused portion after 14 days.
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OR ORAL
SUSPENSION

125 mg/5 ml’
200 ml
CAUTION: Federal law prohibits
dispensing without prescription.
harmecs DIVISION
[\
PFIZER INC., NEW YORK, N.Y. 10017

equivalent to

NDC 0995-0311-91
5.0 g ampicillin

Distributed by
Ffiv

F

RECOMMENDED STORAGE IN DRY FORM

STORE BELOW 86°F. (30°C.)

tWhen reconstituted as directed each 5 ml (1 teaspoonful}
contains ampicillin trihydrate equivalent to 125 mg ampi
Directions for reconstitution: Add 132 ml of water. For ease

of preparation, tap gently, add watex in 2 portions. '

Shake well after each addition. MADE INU.S.A. 1

KEEP CONTAINER TIGHTLY CLOSED - SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard

unused portion after 7 days; when stored under .

refrigeration discard unused portion after 14 days, *
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KEEP CONTAINER TIGHTLY CLOSED-SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard
unused portion after 7 days; when stored under
refrigeration discard unused portion after 14 days.
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Ditections for reconstitution: A
of preparation; tap.gent|
Shake well after each add|

KEEP CONTAINER TIGHTLY CLOSED ~SHAKE WELL BEFORE USING
When suspension Is stored at room temperature discard

unused portlon after 7 days; when stored under

refrigeration discard unused portion after 14 days.
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>  Pan A

ampiciliin

for
CAPSULES ORAL SUSPENSION
250 mg 125mg/5 ml
and and
500 mg 250 mg/5 mi

Description
Pen A (ampicillin) is derived from the penicillin nucleus, 6-amino-penicillanic
acid (6-APA). Chemically it is D (-) a-aminobenzy! penicillin.

Actions

MICROBIOLOGY:
Pen A (ampicillin) is similar to benzyl penicillin in its bactericidal action against
sensitive organisms during the stage of active multipiication. It acts through the
inhibition of biosynthesis of cell- wall mucopeptide. Pen A (ampicilTin) differs in
in vitro spectrum from benzyl penicillin in the gram-negative spectrum. It exerts
high in vitro activity against many strains of Hemophilus influenzae, Neisseria
gonorrhoeae, Neisseria meningitidis and Neisseria catarrhalis, Escherichia coli,
Proteus mirabilis, Bacteroides funduliformis, Salmonellae and Shigellae.

In vitro studies have also demonstrated the sensitivity of many strains of the
following gram-positive bacteria: alpha- and beta-hemolytic streptococci, Dip-
lococcus pneumoniae, nonpenicillinase-producing staphylococci, Bacillus an-
thracis, and most strains of enterococci and clostridia. Ampicillin generally
provides less in vitro activity than penicillin G against gram-positive bacteria.
Because it does not resist destruction by penicillinase, it is not effective against
penicillinase-producing bacteria, particularly resistant staphylococci. Al strains
of Pseudomonas and most strains of Klebsiella and Aerobacter are resistant.

PHARMACOLOGY: »

Pen A (ampicillin} is acid stable and therefore weil absorbed. Food, however,
retards absorption. Blood serum levels of approximately 2 mcg/mil are attained
within 1-2 hours’following a 250 mg oral dose given to fasting adults. Detect-
able amounts persist for about 6 hours. Pen A (ampicillin) diffuses readity into
all body tissues and fluids with the exception of brain and spina! fluid except
when meninges are inflamed. Higher serum levels are obtained following I.M.
injection. Most of the ampicillin is excreted unchanged in the urine and this ex-
cretion can be delayed by concurrent administration of probenecid. The active
form appears in the bite in higher concentrations than found in the serum. Pen A
(ampicillin) is the least serum bound of all the penicilfins, averaging about 20%
compared to approximately 60%-90% for other penicillins.

- Indications
Pen A (ampicillin) is indicated in the treatment of infections due to susceptible
strains of the following: )
gram-negative organisms—Shigellae, Salmonellae (including S. typhosa),
H. influenzae, E. coli and P. mirabilis, N. gonorrhoeae, and N. meningitidis;
gram-positive organisms-—Streptococci, D. pneumoniae, and nonpenicil-

linase-producing staphylococci.
Because of its wide spectrum and bactericidal action, it may be useful in institut-
ing therapy; however, bacteriological studies to determine the causative orga-
nisms and their sensitivity to ampicillin should be performed.

Indicated surgical ‘procedures should be performed.

Contraindications
The use of this drug is contraindicated in individuals with a history of an allergic
reaction to any of the penicillins.
Warnings

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHY-
LACTOID) REACTIONS HAVE BEEN REPORTED IN PATIENTS ON PENI-
CILLIN"THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE FREQUENT FOL-
LOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS ON
ORAL PENICILLINS. THESE REACTIONS ARE MORE APT TO OCCUR IN
INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE ALLERGENS.
THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF
PENICILLIN HYPERSENSITIVITY WHO HAVE EXPERIENCED SEVERE RE-
ACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE THER-
APY WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CON-
CERNING PREVIOUS HYPERSENSITIVITY REACTIONS TO PENICILLINS,
CEPHALOSPORINS, AND OTHER ALLERGENS. IF AN ALLERGIC REAC-
TION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND THE AP-
PROPRIATE THERAPY INSTITUTED.

SERIOUS ANAPHYLACTOID REACTIONS REQUIRE IMMEDIATE EMER-
GENCY TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS
STEROIDS, AND AIRWAY MANAGEMENT, INCLUDING INTUBATION,
SHOULD ALSO BE ADMINISTERED AS INDICATED.

USAGE IN PREGNANCY:

Safety for use in pregnaricy has not been established.

Precautions
As with any antibiotic preparation, constant observations for signs of over-
growth of nonsusceptible organisms, including fungi, are essential. Should su-
perinfection occur (usually involving Aerobacter, Pseudomonas, or Candida),
the drug-should be discontinued and/ or appropriate therapy instituted. As with




Precautions (continued)

any potent agent, it is advisable to check periodically for organ system dysfunc-
tion during prolonged therapy: this includes renal, hepatic, and hematopoietic
systems. This is particularly important in prematures, neonates and other
infants. '

Adverse Reactions
As with other penicillins, Tt may be expected that untoward reactions will be es-
sentially limited to sensitivity phenomena. They are more likely to occur in indi-
viduals who have previously demonstrated hypersensitivity to penicillins and in
those with a history of allergy, asthma, hay fever, or urticaria. The foliowing ad- '
verse reactions have been reported as associated with the use of ampicillin:

Gastrointestinal—glossitis, stomatitis, black ‘"hairy’’ tongue, nausea, vom-
iting, and diarrhea. (These reactions are usually associated with oral dosage
forms.)

Hypersensitivity reactions—An erythematous maculopapular rash has

been reported fairly frequently. Urticaria and erythema multiforme have been
reported occasionally. A few cases of exfoliative dermatitis have been reported.
Anaphylaxis is the most serious reaction experienced and has usually been as-
sociated with the parenteral dosage form.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may be
controlled with antihistamines and, if necessary, systemic corticosteroids.
Whenever such reactions occur, ampicillin should be discontinued, unless, in
the opinion of the physician, the condition being treated is life-threatening and
amenable only to ampicillin therapy.

Liver—A moderate rise in serum glutamic oxaloacetic transaminase (SGOT)
has been noted, particularly in infants, but the significance of this finding is=-
unknown. e .

Hemic and lymphatic Systems—Anemia, thrombocytopenia, throm-
bocytopenic purpura, eosinophilia, leukopenia, and agranulocytosis have been
reported during therapy with the penicillins. These reactions are usually rever-
sible on discontinuation of therapy and are believed to be sensitivity reactions.

Dosage .
Infections of the ear, nose, throat, and lower respiratory tract due to strepto-
cocci, pneumococci, and nonpenicillinase-producing staphylococci, and also
those infections of the upper and lower respiratory tract due to H. influenzae:
Adults— 250 mg every 6 hours.
Children— 50 mg/kg/ day in divided doses every 6 or 8 hours.
Infections of the genitourinary tract caused by sensitive gram-negati

ve and
gram-positive bacteria: :

Adults— 500 mg every 6 hours. Larger doses may be required for se-
vere infections.
Children— 100 mg/kg/ day in divided doses every 6 hours.

Uncomplicated urethritis due to N. gonorrhoeae:

Adult males and females—3.5 grams single oral dose administered simulta-
neously with 1.0 gram of probenecid. :
Cases of gonorrhea with a susp&cted lesion of syphilis should have dark field
examinations before receiving ampicillin, and monthly serological tests for a
minimum of 4 months. . :
Infections of the gastrointestinal tract:

Adults— 500 mg every 6 hours.

Childrep— 100 mg/kg/ day in divided doses every 6 hours.

Larger doses may be required for stubborn or severe infections. The children’s
dosage is intended for individuals whose weight will not cause a dosage to be
calculated greater than that recommended.for adults. Children weighing more
than 20 kg shoutd be dosed according to the adult recommendations.

1t should be recognized that in the treatment of chronic urinary tract and intes-
tinal infections, frequent bacteriological and clinical appraisals are necessary.
Smaller doses than those recommended above should not be used. Even higher
doses may be needed at times. In stubborn infections, therapy may be required
for several weeks. It may be necessary to continue clinical and/ or bacteriologic-
al follow-up for several months after cessation of therapy. N

Treatment should be continued for a minimum of 48 to 72 hours beyond the
time that the patient becomes asymptomatic or evidence of bacterial eradication
has been obtained. It is recommended that there be at least 10 days’ treatment
for any infection caused by hemolytic streptococci, to help prevent the occur-
rence of acute rheumatic fever or glomerulonephritis. :

Directions for Mixing Oral Suspension .
Prepare suspension at time of dispensing as follows: Add 66 ml of water-to the
100 ml packageand 132 ml of water to the 200 ml package. Shake vigorously.
This will -provide - 100 and 200 mi of suspension, respectively. .Each. tea-
spoonful.{5 mi) will contain 125 mg or 260 mg ampicillin. SHAKE WELL BE-
FORE USING. Keep bottle tightly closed. The reconstituted suspension is stable
for 7 days at room temperature (70 °F.) or 14 days under refrigeration (40°F.).

: Co : How Supplied + - : : i
Pen A (ampiciltin) Capsules: Ampicillin trihydrate equivalent to 250 mg or 500
mg ampiciilin per capsule.

250 mg: bottles of 100, 500, and unit dose (10 x 10’s).

500 mg: bottles of 100, and unit dose {10 x 10°s).

Pen A (ampiciltin) for Oral Suspension: Each 5 ml of reconstituted suspension
contains ampicillin trihydrate equivalent to 125 mg or 250 mg ampicillin.

125 mg/ 5 mil: bottles of 100 .ml and 200 ml.

250-mg/5 ml: bottles of 100 ml and 200 ml.

Manufactured by Beecham Laboratories,
Div. Beecham Inc., Bristol, TN 37620
from Pfizer's bulk penicillin G.

Distributed by

: L ha DIVISION ’
60-2373-00-1 , .:‘aip""[% Printed in U.S.A.

9049/D. - PFIZER INC., NEW YORK, N.Y. 10017 Revised Jan. 1976
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Beecham -

laboratories

65 INDUSTRIAL SOUTH, CLIFTON,

REGULATORY DEPARTMENT

Food and Drug Administration
Bureau of Drugs

Div. of Generic Drug Monographs

Certifiable Drug Review Staff
5600 Fishers Lane
Rockville, Maryland 20852

Gentlemen:

Reference is made to Beecham Laboratories'

NEW JERSEY 07012 201-778-9000

CABLE ADDRESS “BEECHPROD"™
TELEX 133471

LOGUia NOe mee -

./¢/ 51;« f?éﬁi¢w¢{;~

DLJH&TOfBO@ddMuu;¢Ua
ent/of Health, Educat ion and
\ Welfare

Re:$# 60-666 (440.107c)

1976
Dete hpproved

March 2,

(HFD-535 Bigned
rortneUu
Depa

approved Form 6

antibiotic application for Ampicillin for Oral Suspension.
We hereby wish to supplement our Application to provide for a

revised formula:for the 125 mg/ 5 ml dosage strength.
new formula is identical to the previous one, except
== i g utilized to replace the recently banned

o

The

This supplement is submitted in triplicate.

Sincerely,

BEECHAM LABORATORIES
9?24@%, Vedews

George Vadnai

Manager,
Governmental Affairs
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Beecham

Pt

laboratories

65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT . CABLE ADDRESS "BEECHPROD’"

TELEX 133471
March 19, 1976

pate Approved 4/2//m76

Food and Drug Administration Accoumt Hov.< N
Certification Drug Review Staff (HFD-535) - ﬁ??i%z;/£>@é% .
Division of Generic Drug Monographs sigoea_ X220 i~
Bureau of Drugs ror Thi

5600 Fishers Lane :
Rockville, Maryland 20852

B G et

oppiasioner of Pood and Dy
08 of Health. Bluceddon en
weltare

Re: #60-666 (440.107c)

Gentlemen: »

Reference is made to Beecham Laboratories' approved Form 6
Antibiotic Application for Ampicillin Trihydrate for Oral
Suspension 125 mg/5 ml fand 250 mg/5 ml, distributed under
the trade names of Totacillin, Alpen, Penbritin and Pen A.
We hereby wish to supplement omr Application to provide
additional data and request the extension of the expiry date
to 48 months. ’

Under separate cover, the following samples are being trans-
mitted: ' '

5 bottles 125 mg/5 ml Lot #498
5 bottles 125 mg/5 ml Lot #499
5 bottles 250 mg/5 ml Lot #500
5 bottles 250 mg/5 ml Lot #501

This supplement is transmitted in triplicate.

Sincerely,
BEECHAM LABORATORIES
g;zofe L&u&&44~,

‘George Vadnai
Manager, Governmental Affairs

GSV :dmm
Enclosures
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Beecham acct no 576

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
ROCKVILLE, MARYLAND 20852

May 11, 1976

F

Our Reference: Trade Letter Number 22

NOTICE OF INCREASE IN ANTIEIOTIC CERTIFICATION FEES

PLEASE TAKE NOTICE that the Food and Drug Administration

has increased the chargeab]e fees for Certification Services
for each batch of antibiotic drugs submitted. ' y5?

To keep as your ready reference, we have attached a new
1isf shoWing the numeric code for the type of tests performed,
together with the revised schedule of chargeable fees. This
should enable you to check the tests performed and the chérges
snown on the bills as they arrive at your office.

The fee schedule is off1c1a11y published 1n the Code of
Federal Regulations, Title 21 Section 431.53 Fees. (revised:
effective as of May 3, 1976).

| <N W

k#.rq,n i l"‘ 1;—- __E:
~t f ‘Yj-«ji-‘,-\’ S PR e &

Robert L. Sorensen
Certification Services Branch (HFD-332)

Attachment: Schedule of Fees



Redacted 4
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secret and /or
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE *
FOOD AND DRUG ADMINISTRATION
ROCKVILLE, MARYLAND. 20852 ’

Our Reference: 60-666 (440.107c) Date: May 12, 1976 L

: ) ‘ f - L
LETTER OF APPROVAL-- RE: Your Batchmark No. FDA - No. - %
Fxtension Of Expiration Date - - - 498) 125 mg/5ml: $3119 : P
Your Request -Dated::3/9/76 . ~499) I $3120

500) 250 mg/5ml. S3121

Mr. George Vadnai - T 501) - S3122-
Beecham Laboratories. .
Cliften, New Jersey 07012 -
Dear Mr. Vadnai:. - i
Our.]aboratorieS:havechmp1etedntesting-Samplgs;from the above—refgrenged- é
aged batches.. On the basis of the data available to us at this time |
we believe your proposal to extend the expiration date-on future batches ;
of the referenced product has been adequately substantiated.
BEECHAM LABORATORIES' , _ .- is  hereby
authorized to- use an expiration date of 48 months
on all new batches of Ampicillin Trihydrate For Oral Suspensi
. . . (Detail generic name, potencj?%e;j, type ﬁackaging.i
125 mg./5ml1. and 250 mg./5ml. - ;
submitted for certification testing after the date of this letter, wnose "
manufacture, packaging . .and Tabeling is in agreement with the procedures, -
specifications, and labeling described in the approved FDA Form 6.
An approved copy of.your request ior the new dating period i$ enclosed
for your records. T S , el

The fees charged for conducting the confirmatory tests and assays
in  our laboratories are . indicated on the enclosed copies of

FDA  Form 1687. Your antibiotic certification account number
will be billed in the usual manner for such tests performed in the amount
of $456.00 .. :
cc NWR-Bo Sincerely,
HFD-535
HFD-535/0D .
HFD-430/1ab
Fee Clerk : Filton Eisler
_E'Whit]EY HFD-332 Consumer Safety Officer - -
Pugliese HFV-200 . Certifiable Drug Review Staif (tFD-535) - .
sTer:hb Division of Generic Drug Fonographs &

fnclosures
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et }7%/24 e A~

Account,_?2>rﬁ v _ , . Y
For the ¢bmmissioner of Food and Drugs o &% e .
Food an???ﬁﬂé Administration .

N T - PHARMACEUTICALS

PFIZER INC,, 235 E. 42ND ST., NEW YORK, N.Y. 10017

May 11, 1976

/
(o@A
£ ) by " ) ~
Mr. John D. Harrison : . Lo o
Certifiable Drug Review Staff (HFD-535) L %k? Y
Office of Scientific Evaluation ' '@QW\Y\

Bureau of Drugs

Food and-Drug Administration
5600 Fishers Lane

Rockville, MD "20852

RE: Pen-A Powder (ampicillin trihydrate) For Oral Suspension
Section 440.107c (60-666)

»

Dear Mr. Harrison:

We are herewith submitting stability data including potency and
results for thefsubject product stored in packages with
child-resistant closures for up to 12 months.

Please add this information to the file for Pen-A Powder (ampicillin
trihydrate) For Oral Suspension, Section 440.197c (60-666) .

Sincerely, ’

N} Harry M. Kaufman

3 Associate Director
Drug Regulatory Affairs Division
PFIZER PHARMACEUTICALS

HMK/sp
Enclosure

CONFIDENTIAL
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A ¢
QQ ﬁéﬁﬁha§

Beecham =

laboratories

65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

CABLE ADDRESS “BEECHI»;’ROD”
TELEX 133471

REGULATORY DEPARTMENT

Food and -Drug Administration o
Certifiable Drug Review Staff (HFD-53,

plel
]

Division of Generic Drug Monographs 8 oo
’ TEERRT e ane
5600 Fishers Lane

Bureau of Drugs
Rockville, Maryland 20852 Eﬁﬁmﬁﬁ@ﬁi

R
'ﬁff: ¥ A iz ¥
oy =

Re: #60-666) (440.107c) ‘
v

P

Gentlemen:

]
Reference is made to Beecham Laboratories' approved Form 6 Anti-
biotic Application #60-666 covermnggAmpicillin for Oral Suspension,
distributed by Ayerst Laboratories Inc. under the trade name
Penbritin. '

We are hereby submitting, in triplicate, final printed labeling
revised to reflect the use of metric abbreviations (ml); the
package insert also reflects the inclusion of "21.1°C":-as the
equivalent of 70°F and "4.4°C" as the equivalent of 40°F in the
Storage/Stability recomme#dations.

Sincerely,

BEECHAM LABORATORIES

ot jJ Vedai

George Vadnai ,
Manager, Governmental Affairs

GSV :dmm
Enclosures
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08-16

PENBRITIN*

(ampicillin)
for
ORAL SUSPENSION . PEDIATRIC DROPS
125 mg/5 ml for
and ORAL SUSPENSION
250 mg/5 ml 100 mg/ml

CAUTION: Federal law prohibits dispensing without prescription.
DESCRIPTION

Chemical name: D( — )-alpha-aminobenzy! penicillin

PENBRITIN is an orally active, semisynthetic broad spectrum penicillin. it is inactivated by
penicillinase.

ACTIONS
Microbiologic:

Ampicillin appears to act primarily by interfering with the synthesis or maintenance of the bacterial
cell wall: It strongly inhibits the early lag and logarithmic phases of bacterial multiplication. In in
vitro studies, ampicillin is bactericidal.

PENBRITIN is effective against the usual penicillin-susceptible gram- posmve orgamsms and in
addition, many gram-negative pathogens. it is active in vitro against many strains of the following
bacteria:

GRAM-POSITIVE — Alpha and beta hemolytic streptococci, nonpenicilinase- producmg staph-
ylococci, Diplococcus pneumoniae, Clostridia species, Bacillus anthracis, most strains of
enterococci.

GRAM-NEGATIVE — Haemophilus influenzae, Neisseria gonorrhoeae and meningitidis, Proteus
mirabilis, Escherichia coli, Salmonella (including S. typhosa) Neisseria catarrhalls Bacteroides
fundul/formls and Shigella.

All strains of Pseudomonas and most strains of KIebsmlla-Aerobacter are.resistant. Because
ampicillin is destroyed by penicillinase, PENBRITIN is not effective against penicillinase-producing
bacteria.

Pharmacologic:

PENBRITIN is stable in acid.and is therefore not destroyed by gastric juice. (Food, however, retards
absorption.) PENBRITIN is well absorbed and produces high:and persistent slood levels of unbound
ampicillin. Ampicillin is the feast protein’ bound of all the penicillins, averaging 20 percent as
contrasted with 60 to 90 percent for the others. Biood serum levels of approximately Z mcg/mi are
achieved within one to two hours foltowing a 250 mg oral dose to fasting adults. Detectable amounts
persistin the blood for about six hours. There are high concentrations in the bile and urine. Ampicillin
diffuses readily into most body tissues and fluids. However, penetratmn into the cerebral spinal fluid
occurs only with meningeal.inflammation. Ampicillin is excreted in the urine, largely unchanged, and
thls excretion cag bé delayed by concurrent administration of probenecid.

INDICATIONS
PENBRITIN is indicated in the treatment of infections due to susceptible strains of the following:
GRAM-NEGATIVE organisms: Shigella, Salmonelia (including S. typhosa), H. lnﬂuenzae E coli, P.
mirabilis, N. gonorrhoeae, and N. meningitidis.
GRAM-POSITIVE organisms: Streptococci, nonpenicillinase- producmg staphylococu and D.
pneumoniae.
Bacteriologic studies to determine the causative organisms and their sensmwty to ampicitlin should
be'performed. Because PENBRITIN is a broad spectrum- antibiotic, therapy may be instituted prior to
the results of sensitivity testing.

CONTRAINDIGATIONS )
PENBRITIN is contramdlcated in patlents with a history of hypersensmwty to any pemcnllm

WARNINGS

SERIQUS ‘AND' OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHYLACTOID) REACTIONS HAVE BEEN
REPORTED IN PATIENTS ON PENICILLIN THERAPY. ALTHOUGH ANAPHYLAXIS 1S MORE FREQUENT FOL-
LOWING PARENTERAL THERAPY, 1T HAS OCCURRED IN PATIENTS ON ORAL PENICILLINS. THESE REAC-
TIONS ARE MORE APT-TO.OCCUR-IN INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE ALLERGENS.
THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY WHO
HAVE EXPERIENCED SEVERE REACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE THERAPY
WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CONCERNING PREVIOUS HYPERSENSITIVITY:
REACTIONS TO PENICILLINS, CEPHALOSPORINS, AND OTHER ALLERGENS.
IF AN ALLERGIC REACTION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND THE APPROPRIATE
THERAPY ANSTITUTED. . : PHYUBTOID REACTIONS, REQUIRE -IMMEDIATE EMERGENCY:
TMENT: WITH.. RAVENOUS: STEROIDS, AND AIRWAY. MANAGEMEIIT .
INCLUDING INTUBATI(IN "SHOULD ALSO BE ADMINISTERED :AS; INDICATED. -

USAGE IN; PREGNANCY Safety for use in. pregnancy has not begn establlshed v

PRECAUTIONS ) _

As with any antibiotic preparation, constant observation for signs of overgrowth of nonsusceptible

organisms, including fungi, is essential. Should superinfection occur {usually involving:-Aerobacter,

Pseudomonas, or Candida), the drug should be discontinued and/or appropriate therapy instituted.
Periodic assessment of renal, hepatic, and ‘hematopoietic function should be made during pro-

longed therapy. This is part;cu_larly important in prematures, neonates and other infants.

ADVERSE REACTIONS
As with other penicillins; it may be expected that untoward reactions will be essentially hmlted to
sensitivity phenomiena. These are more likely tooccurin individuals with a history of allergy, asthima,
hay fever, or urticaria.
The following adverse reactions have been reported as associated with the use of ampicillin:
Gastrointestinal — glossitis, stomatitis, black “hairy” tongue, nausea, vomiting, diarrhea.
(These reactions are usually assoclated with oral administration: )

*Mir. lic'd. under © 705,484 607, 611, 625
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PENBRITIN (ampicillin) for Oral Suspension &
Pediatric Drops for Oral Suspension cont’d.

Hypersensitivity reactions — erythematous maculopapular rashes have been reported fairly fre-

quently; urticaria, erythema multiforme;, and an occasional case of exfoliative dérmatitis have been
reported. Anaphylaxis is usually associated with parenteral administration.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may be cantrolled with anti-
histamines and, if necessary, systemic corticosteroids. Whenever such reactions occur, ampiciliin
should be discontinued unless, in the opinion of the physician, the condition being treated is life-
threatening and amenable only to ampicillin therapy.

Hepatic — A moderate rise in serum glutamic oxaloacetic transaminase (SGOT) has been noted,
particularly in infants. The significance of this finding is unknown.

Hemic and lymphatic — ia, thrombocytopenia, thrombocytopenic purpura, eosinophilia,
leukopenia, and agranulocytosis have been reported. These are usually reversible on discontinuation
of the drug, and are believed to be hypersensitivity phenomena.

DOSAGE AND ADMINISTRATION

Infection Usual Dosage* Usual Dosage*

Adults Chifdrent

Respiratory tract 250 mg q. 6 hours 50 mg/kg/dayin
equal doses q.6-8
: “houts ¢

Gastrointestinal 500 mg q. 6 hours 100 mg/kg/dayin
tract equal doses q. 6-8
Genitourinary tract hours
Urethritis in Males or 3.5 g single oral dose administered simul-
Females due to taneously with 1.0 g of probenecid

N. gonorrhoeae

In the treatment of complications of gonor-
theal urethritis, such as prostatitis and
epididymitis, prolonged and intensive
therapy is recommended.

Cases of gonorrhea with a suspected pri-
mary lesion of syphilis should have dark-

field examinations before receiving treat-.
ment. In all other cases where concomitant »
syphilis is suspected, monthly. serologic -
tests should be made for a minimum of -
four months. B

*Larger than usual dosages may be required for stubborn or severe infections. Smatler doses than those recom-
mended above should not be used. : :

FThe children's do'sqge is intended for individuals whose weight will not cause a dosage to be calculated greater
than that recommended for aduits. Children weighing more than 20 kg (44 Ib) should be given the adult recom-
mended dosage. - .

PEDIATRIC DROPS:
A suggested dosage regimen is:
Under 12 1b — 0.6 m! q. 6 hours
12-25 1b— 1.0 ml q. 6 hours
25-44 1b— 2.0 m! . 6 hours

DURATION OF TREATMENT: Medications should be continued for at least 48 to 72 hours after all

symptoms have subsided or cultures have become negative. For any infection caused by hemolytic
streptococci, at least 10 days of treatment is recommended to help prévent the occurrence of acute
rheumatic fever or glomerulonephritis. Co

DIRECTIONS FOR MIXING ORAL SUSPENSIONS

Prepare suspensions at time of dispensing as follows: Add the req‘uired amount of water (see table
below) to the bottle and shake vigorously. Each teaspoonful (5 mi) of reconstituted Oral Suspension
will.contain 125 mg or.250. mg. ampicillin, depending. upon-the initial concentration. Each: ml-of

réconstitited Pediatric Drops will contain 100 mg ampicillin. . - -
: : Amount of Water Required -

Bottle Size o . . for Reconstitution

100 ml Oral Suspension ' ’ 66 mi”

200'm{ Oral Suspension ) 132 ml

:20'ml Pediatric Drops - o 11.5ml

SHAKE WELL BEFORE USING. i o L

STABILITY. - . ,- . IR .
ORAL'SUSPENSION: No'réfrigeration required before mixing: Afters uspension may be kept at
room-tefiiperature’{21.1° € (70°F)]'for 7 daysarin‘a refrigerat (3]} yswithout

]

significant loss of potency. KEEP TIGHTLY CLOSED. o RE
PEDIATRIC DROPS: No refrigeration required before imixing. After mixing, suspension may be keptin a
refrigerator for 14 days without significant loss of potency. KEEP TIGHTLY CLOSED. s
HOW.SUPPLIED s

PENBRITIN (ampicillin) for Oral Suspension — wheii Teconstituted:

Each 5 m! (one teaspoonful) contains 125 mg ampicillin as the-trihydrate. Bottles for 100°m!(NDC
0046-0607-86) and 200-mi (NDC 0046-0607-82). ‘ .

Each 5 mi (one teaspoonful) contains 250 ing ampicillin as the tritiydrate. Bottles for 100 inHNDC
0046-0611-86) and 200 m! (NDC 0046-0611-82). . . -

PENBRITIN (ampicillin) PEDIATRIC DROPS for Oral Suspension — when.reconsﬁ_(uted:_ -
Each mi contains 100 mg ampicillin as the trihydrate. Bottles for 20 mI-(NDC 0046-0625-20).

- Distributed by - -
AYERST LABORATORIES INCORPORATED
New York, N.Y. 10017

Revised February 1976. 8947/D : Printed in U.S.A.
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PHARMACEUTICALS

PFIZER INC,, 235 E. 42ND ST, NEW YORK, N.Y. 10017

1730

ﬁ’ July 15, 1976

" (For ude of. Food and Orug 48

inlstyeticn) |
Mr. John D. Harrison Do cpreovnd -*_--_4f%2212%£__ )
Certifiable Drug Review Staff (HFD-535) | #@twmwn v, [X—", e -
Bureau of Drugs 1 8dgosd ../ 2 TR s e
Food and Drug Administration . Bortre/" “?’%%érfiﬁrt:i:ff_q#;
0600 Fishers Lane B Fdo¢ Ane Jrus sasioios zw_?_,zv.“::.z*:&fsa i
Rockville, MD 20852 . Departaent of : AP APE L L

RE: .Pen-A (ampicjillin) For Oral Suspension
440.107c £60-666) N

Dear Mr. Harrison:

As Mr. J. P. Aterno discussed with you late last month, the Skaégs Drug
Company has asked us to apply "Distributed by Skaggs" stickers on several
lots of antibiotic products which they have purchased from Pfizer. We will
place these stickers on each immediate container (and on each individual
folding carton, where applicable) in such a manner that no label copy will
be obscured.,

Accordingly, for the subject product, enclosed please find a sample of the
Skaggs sticker.

Please add this information to the file for Pen-A (ampicillin) For Oral
Suspension, 440.107c¢ (60-666). Thank you very much.

Sincerely yours,

David C. Oppenheimer

Associate Director

Drug Regulatory Affairs Division
PFIZER PHARMACEUTICALS

DCO/smh
Enclosure

CONFIDENTIAL

Health, Sdueation, une Holfare
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Beecham - - o

laboratories

65 INDUSTRIAL SOQUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT . CABLE ADDRESS “BEECHPROD"
TELEX 133471

October 5, 1976

Food'apd Drug Admini§tration et /6/g.4é—
Certifiable Drug Review Staff (HFD-535)~": ¢ LE
Division of Generic Drug Monographs
Bureau of Drugs

5600 Fishers Lane

Rockville, Maryland 20852

Gentlemen:

Reference is made to Beecham Laboratories' approved Form 6
Antibiotic Application #60-666 covering Amoicillin for

Oral Suspension. In compliance with the Federal Register
notice of September 23, 1976 we are hereby supplementing

our Application to provide for the replacement oOf ™ =cwwmme
ommmemeeanee with The appropriate revised manu-
facturing procedures are enclosed. The first e production
lots will be placed into our stability testing program and

the results will be periodically reported.

This supplement is submitted in triolicate.

Sincerely,

BEECHAM LABORATORIES
qea-fe,yﬁdw"'? o

George Vadnail
Manager, Governmental Affairs

GSV:sc
Enclosures
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o

g’? eecliad 7/&—%‘1464’%16:_/// ,%//7//(/(’/'1//_?2'//4

DIVISION OF BEECHAM INC. CLIFTON, NEW JERSEY ’

65 INDUSTRIAL SOUTH X CABLE ADDRESS “BEECHPROD”
CLIFTON, NEW JERSEY 07012 ) TELEX 133471

REGULATORY DEPARTMENT
: PHONE: 201:778-9000

October 31, 1974

-

7 Date &ppricved _‘{ /_[ﬂ/“ N4 '

- [ Y

Aocount Lo
- Mr. John D. Harrison ’
Certifiable Drug Review Staff (HFD-145) .
Div. of Anti-Infective Drug Products )
Food and Drug Administration

Bureau of Drugs’

5600 Fishers Lane :

Rockville, Maryland 20852

) Re: $#50-019 ‘
' o ¥60-680 (440.107c)

w- Dear Mr. Harrison:

In compliance with your letter of October 8, 1974, concern-
ing Penbritin (ampicillin) Pediatric Drops for Oral Suspension,
we hereby submit, in triplicate, the appropriate manufacturing
and control data for the above product, which reflects the change

from the 7 ~, ampicillin to the ampicillin trihydrate forumla.

The information contained in this submission is to be con-
sidered confidential. ' :

‘Sincerely,

BEECHAM—MASSENGILL PHARMACEUTICALS

- George Vadnail
Manager, Governmental Affairs

© . GSVidmm
Enclosures

cc: Mr. E.-Hiross (Ayerst)
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Qur ‘reference:

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE -
. PUBLIC HEALTH SERVICE
- FOOD AND DRUG ADMINISTRATION
ROCKVILLE, MARYLAND 20857

September 28, 1977

60-680
" ¢60-666

George Vadnai

Manager, Governmental Affairs

Beecham Laboratories ‘ -
Clifton, New Jersey 07012 '

~ Dear Sir:.

e

Due to recent adverse reaction reports published in the medical 1itera§urg;
and reported to the Food and Drug Administration by at least one Ampicillin
oral dosage form manufacturer, oup medical staff finds it necessary to
request a revision in the package insert(s) for ithese drugs, The revision

is in the "Gastrointestinal™ sub~section of the “Adyerse Reactions" sectlon,
Please revise this sub-section by adding the following two adyerse reactions:

1, enterocolitis = . N
2. pseudomembranous col{tis,

The aboye twe adverse-reactions should be prinfed between ?he word “qui?ing“
and the viord "and" 1n.the presently approyed "Gastrointestinal® siub-section,
Twe]ve'tqpies"of-d reyised'package'insert.inifihd],printed form should be
submitted within 180 days of the date of this Tetter,',i '

Sincerely yours,
I, Dayid Powers: |

Certifiable Drug Review Staff (HFD-535)
Divisien of Generic Brug Monographs.

HFD-535/0D
HFD-430/Tab.
IDPowers:hb

[ e et T

s !
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W .
/Si .\ I )t" "7 - . . -
Beecham ¢,/ |
laboratories N VT : ;
65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT . CABLE ADDRESS "BEECHPROD"
TELEX 133471

February 7, 1977

Date Approved 592//}i?//7 -

Account No.

Food and Drug Administration g;%/

Certifiable Drug Review Staff (HFD-535)8igned 44<K&>é%éé¢4‘¢f~
Division of Generic Drug Monographs Fortﬂ"W@‘ :

Bureau of Drugs Depefimus:

5600 Fishers Lane
Rockville, Maryland 20852

Re:  #60-666 (440.107c)
Gentlemen:

In accordance with my discussion with Mr. W. Magner on
February 4, 1977, we hereby supplement our Form 6 Antibiotic
Application for Ampicillin Trihydrate for Oral Suspension to
include Penbritin (ampicillin) Pediatric Drops for Oral
Suspension, 100 mg/ml, distributed by Ayerst Laboratories

as an additional dosage size under this Form 6 number
(#60-666) .

As the enclosed cover letter. indicates, this supplement was
originally filed under Form 6 #60-680 on Octobér 31, 1974
and was approved on November 11, 1974.

This supplement is submitted in triplicate.

Sincerely,

BEECHAM LABORATORIES

George Vadnai

2 )
.Manager, Governmental Affairs

wid
3

GSV :dmm
Enclosure
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Beecham

laboratories

65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT . CABLE ADDRESS “BEECHPROD"
' TELEX 133471 - -

« I~!’.‘

Food and Drug Administration MW
Certifiable Dr Revi Staff (HFD-535 Yoy
ertifiable ug iew ( ):

Division of ngeric Drug Monographs e T £ S o— w g
Bureau of Drugs ' vl R T
5600 Fishers Lane

Rockville, Maryland 20857

Re: #60-666 (440.107c)

1)

Gentlemen: -

Reference is made to Beecham Laboratories' approved Form 6
Antibiotic Application for Ampicillin Trihydrate for Oral
Suspension 125 mg/5 ml and 250 mg/5 ml, distributed under
the trade names of Totacillin, Alpen, Penbritin -and Pen A.
We hereby wish to supplement our Application to provide
additional stability -data and request the extension of the
expiry date to 60 months.

Under separate cover, the following samples are being trans-

mitted:
5 bottles 125mg/5 ml Lot #498 -5 350/
5 bottles 125mg/5 ml Lot #499 = 380
5 bottles 250mg/5 ml Lot #500 % 3£93
5 bottles 250mg/5 ml Lot #502 < 35&7'

This supplement is transmitted in triplicate.

“ECHAM LABORATORIES

C edms;

Ny George Vadnai
:%%Manager, Governmental Affairs

GSV : dmm
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AEMORANDUM DEPARTMENT OF HEALTH EDUCATION, AND WELFARE

PUBLIC HEALI‘H SERVICE
FOOD AND-DRUG ADMINIST.II{ATION

) | B
o) : M. Eisler - HFD=535 paTe: Nov. 1, 1977

-

RoM : B. Arret, Depﬁty Director, NCAA S
HFD-431 - . ) . » ‘_ N

JMEGﬁFEXTENSION oF EXPIRATI@N DATE: BEECHAM TRIHYDRATE FOR °
ORAL SUSPENSION BEECHAM LABS (60~ 666) : -

The 125_mg/5 ml and 250 mg/5 ml sizes -were assayed at the
'timemof r COnstitutlen, ‘after se en days sterage at room
; v ‘and 14 days storage in the refri
sreconstitution are all: above 008% - ef label and
;,ignificant loss “in. p@tency When st@red am either
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UMBER |
" NOTICE OF APPROVAL S éd 56 é

NEW DRUG APPLICATION OR SUPPLEMENT DATE AP'?R°V/" ISSUED
o '7 ko)

™ To: - "FROM:
. . "Bureau of Drugs

Press Relations Staff (HFI-40)

{" ) Bureau of Veterinary Medicine -

. - ' ' ATTENTION
Forward ougmal of this form for publication only after approval letter has been issued and the date of =~
approval has been’entered above.

~TYPE OF APPLICATION .{ CATEGOR .
MSUPPLEMENT ABBREVIATED SUPPLEMENT

i-——]_°R'_GLN_A_'_' NDA U o e PV AT omeinar noa 7o anoa HUMAN [ VETERINARY

[T TRADE NAME (or other desxgnated name) AND ESTABLISHED OR NONPROPRIETARY NAME (if any) OF DRUG_ -

Ampicite i/

DOSAGE FORd/O o Y ) S(/_S[DEI\/E 70 h/ How[;Z(ENSED ore

ACTIVE ING_REDIENT(S) (as declared on label. List by established or nonproprietary name(s) and include amount(s), if amount is

T e /U(M/%MM> ﬂfﬂ*?/fmj
p?m/wj i

| |  APPEARS THIS &
| S . | ON ORIGIY

NAME OF APPLICANT (lnclude Ci!‘y and State)

oo BEZ cHAm mw/mmmcs
cu/—'To"/ V-J- |

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

ANTIBALTEL 1732~

COMPLETE FOR VETERINAR’( ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PREPARED BY

N S & S —

FORM APPROVED BY " B

I:; ﬁ%@}ﬁm\ g : | BATE -(//7//7

FORM FDV (2/75) -'PREVIOUS EDITION MAY. BE : USED UNTIL SUPPLY IS EXHAUSTED.
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
= , PUBLIC HEALTH SERVICE . '
FOOD AND DRUG ADMINISTRATION °
ROCKVILLE, MARYLAND 20852

Our Reference: 60-666 (440.107c) Date: November 4, 1977

CLETTER OF APPROVAL-- . RE: Your Batchmark No. -~ FDA__No.

- Extension Of Expiration Date v,) ,
Your Request Dated: _ 498 , - S3501
o/12/77°  499) 125 mg./5ml. 53502
' A o 500) 250 mg./5m1. 3503
502) $3504

_George Vadna1 : o
- Manager,. Governmenta] Affa1rs

Beecham Laboratories = °

Clifton, New Jersey 07012

Dear Mr. Vadnai:

Our laboratories have completed testing samples from the above-referenced
aged batches. On the basis of the data available to us at this time
we believe your proposal to extend the expiration date on future batches
of the referenced product has been adequately substantiated.. '

" BEECHAM LABORATORIES - is  hereby
‘ authorized to. use an  expiration date of bg months

on all new batches of AMPICILLIN TRIHYDRATE FOR ORAL SUSPENSION,
. “(Detail generic name, potency[ies], type packaglng )

125<m9/5m1 and 250 mg/5m1.

submitted for certification testing after the date of this letter, whose
manufacture, packaging and labeling is in agreement with the procedures,
specifications, and Tlabeling described in  the approved FDA Form 6.
An approved copy of your request for the new dating period is ‘enclosed
for your records.

The fees charged for conducting the confirmétory tests ,dnd assays
in our laboratories are indicated on the enclosed copies of

FDA. -Form 1687. Your antibiotic certification account number 576
will be billed in the usua] manner for such tests performed in the amount
of § 456 00.

Sincerely,

\
HFD-430/]ab \\\

HFD-3 Milton Eisler
D 3aeKhitley Consumer Safety Officer '
HFV-234 7rpe. C1erk | Certifiable Drug Review Staff  (HFD-535)
! ISTer:hbu917€se l | : Division of Generic Drug Monographs

Enclosures
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APPLICATION NUMBER:

60-666 supplement

Trade Names: Totacillin for Oral Suspension
125mg/5mL and 250mg/5mL

Generic Name: ampicillin trihydrate
Sponsor: Beecham Laboratories

Approval Date: November 17, 1977
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Beecham o

laboratories

65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 070 201-778-9000

CABLE ADDRESS “BEECHPROD"
TELEX 133471

REGULATORY,
E

men é "w.m, Bduestion, and ¥eltars

Food and Drug Administration
Certifiable Drug Review Staff (HFD-535)
Division of Generic Drug Monographs
Bureau of Drugs

5600 Fishers Lane

Rockville, Maryland 20857

Re: #60-666 (440.107c)
g

Gentlemen:

Reference is made to Beecham Laboratories' approved Form 6
Antibiotic Application for Ampicillin Trihydrate for Oral
ij) Suspension 125 mg/5 ml and 250 mg/5 ml. We hereby wish to
o supplement our Application to provide for twelve. copies of
the final printed package insert which was revised in
accordance with Mr. I. David Powers' letter of
September 28, 1977. :

This supplement is transmitted in triplicate.

Sincerely,

BEECHAM LABORATORIES

(eope Vadies,

George Vadnai
Manager, Governmental Affairs

GSV:dmm

"Enclosures o

, C}“
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- Beecham

laboratories

TOTACILLIN®

ampicillin

for
C%;‘Fo_’gtrJnLES ORAL SUSPENSION
o g 125 mg/s ml
v an
- 500 mg 250 mg/5 mi

v DESGRIPTION
TOTACILLIN (Ampicillin} is derived from the penicillin nucleus,
6-aminppenicillanic acid (6-APA), isolated by Beecham. Chemically it s
D (-) a:aminobenzyl penicillin trihydrate,

ACTIONS

MICROBIQLOGY:
TOTACILLIN (Ampicillin) is similar to benzy! penicillin in its bactericidal
action against sensitive organisms during the stage of active multiplication.
It acts through the inhibition of biosynthesis of cell wall mucopeptide.
TOTACILLIN (Ampicillin} differs in in vitro spectrum from benzyl penicillin
in the Gram-negative spectrum. It exerts high in vitro activity against many
strains of Haemophilus influenzae, Neisseria gonorrhoeae, Neisseria meningi-
tidis, Neisseria catarrhalis, Escherichia coli, Proteus mirabilis, Bacteroides
funduliformis, Salmoneliae and Shigellae,
/n vitro studies have also demonstrated the sensitivity of many strains of the
following Gram-positive bacteria: alpha- and beta-hemolytic streptococci,
Diplococcus pneumoniae, nonpenicillinase-producing staphylococci, Bacillus
anthracis, and most strains of enterococci and clostridia. Ampicillin generally
provides less in vitro activity than penicillin G agairfst Gram-positive bacteria.
Because it does not resist destruction by penicillinase, it is not - effective
against penicillinase-producing bacteria, particularly resistant staphylococci.
All strains of Pseudomonas and most strains of Klebsiella and Agrobacter are
resistant,

PHARMACOLOGY :

TOTACILLIN (Ampicillin) is acid stable and, therefore, well absorbed. Food,
however, retards absorption. Blood serum levels of approximately 2 mcg/mi
are attained within 1—2 hours following a 250 mg oral dose given to fasting

(Ampicillin) is one of the least serum bound of all the penicillins averaging
about 20% compared to approximately 60%—90% for other penicillins.

INDICATIONS
TOTACILLIN (Ampicillin) is indicated in the treatment of infections due fo.
susceptible strains of the following: :
Gram-negative Organisms: Shigellae, Salmonelize {including S. typhosa),
H. influenzae, E, coli, P. mirabilis, N. gonorrhoeae, and N. meningitidis.
Gram-positive Organisms: Streptococci, D. pneumoniae, and nonpeni-
cillinase-producing staphyiococci.

Because of its wide spectrum and bactericidal action, it may be useful in
instituting therapy; however, bacteriological studies to determine the caus-
ative organisms and their sensitivity to Ampicillin should be performed.
Indicated surgical procedures should-be performed.

CONTRAINDICATIONS . .
A history of allergic reaction to any of the penicillins is a contraindication.

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY {ANA-
PHYLACTOID) REACTIONS HAVE BEEN REPORTED IN PATIENTS

FREQUENT FOLLOWING PARENTERAL THERAPY, IT HAS QOCCUR-
RED IN PATIENTS ON ORAL PENICILLINS. THESE REACTIONS ARE
MORE APT TO OCCUR IN INDIVIDUALS WITH A HISTORY OF PENI-
CILLIN HYPERSENSITIVITY AND/OR’ HYPERSENSITIVITY REAC-

HYPERSENSITIVITY REACTIONS TO PENICILLINS, CEPHALOQSPO-
RINS, AND OTHER ALLERGENS. IF AN ALLERGIC REACTION OC-
CURS, THE DRUG SHOULD BE DISCONTINUED AND THE APPRO-

EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS, AND AIRWAY
MANAGEMENT, INCLUDING INTUBATION, SHOULD ALSO BE
ADMINISTERED AS INDICATED. :

USAGE IN PREGNANCY: )

Safety for use in pregnancy has not been established.

PRECAUTIONS .
As with any antibiotic preparation, constant observation for signs of over-
growth of nonsusceptible organisms, including fungi, is essential. Should
superinfection occur {usually involving Aerobacter, Pseudomonas, or
Candida), the drug should be discontinued and/or appropriate therapy insti-
tuted. As with any potent agent, it is advisable to check periodically for
organ svstem duvefiinatinm Aooiee Lo 0 B




As with other penicillins, it may be expected that untoward reactions will be
entially limited to sensitivity phenomena. They are more likely to occur in
individuals who have previously demonstrated hypersensitivity to penicillins
.and in those with a history of allergy, asthma, hay fever, or urticaria. The
‘following adverse reactions have been reported as associated with the use of
Ampiciilin: :

Gastro/ntestina/—Glossitis,' stomatitis, black “hairy’”" tongue,
vomiting, enterocolitis, pseudomembranous colitis and diarrhea.
reactions are usually associated with oral dosage forms.)

Hypersensitivity reactions—An erythematous maculopapular rash has

been reported fairly frequently. Urticaria and erythema multiforme have
been reported occasionally, A few cases of exfoliative dermatitis have been
reported. Anaphylaxis is the most serious reaction experienced and has
usually been associated with the parenteral dosage form.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may be
controlied with antihistamines and, if necessary, systemic corticosteroids,
Whenever such reactions occur, Ampicillin should be discontinued unless, in
the” opinion of the physician, the condition being treated is Iife-threatening
and amenable only to Ampicillin therapy.

Liver—A moderate rise in serum glutamic oxaloacetic transaminase
{SGOT) has been noted, particulaﬂylin infants, but the significance of this
finding is unknown. :

Hemic and Lymphatic Systems—Anemia, thrombocytopenia, thrombo-
" cytopenic purpura, eosinophilia, leukopenia, and agranulocytosis have been
reported during therapy with the penicillins. These reactions are usually
reversible on discontinuation of therapy and are believed to be sensitivity
reactions.

nausea,
(These

DOSAGE AND ADMINISTRATION

Infections of the ear, nose, throat, and lower respiratory tract due to
streptococci, pneumococci, and nonpenicillinase-producing staphylococci,
and also those infections of the upper and lower respiratory tract due to H.
influenzae:

ADULTS: 250 mg every 6 hours.

CHILDREN: 50 mg/kg/day in divided doses every 6 to 8 hours.
Infections of the genitourinary tract caused by sensitive Gram-negative and

Gram-positive bacteria:

ADULTS: 500 mg every 6 hours. Larger doses may be required
for severe infections. - -
CHILDREN; 100 mg/kg/day in divided doses every 6 hours.

Uncomplicated urethritis due to N. gonorrhoeae:

ADULT MALES AND FEMALES: 35 grams single oral dose adminis-

tered simultaneously with 1 gram of probenecid.

Cases of gonorrhea with a suspected lesion of syphilis should have dark-field
examinations before receiving Ampicillin, and mon thly serological tests for a
minimum of 4 months. .
Infections of the gastrointestinal tract:

ADULTS: - 500 mg every 6 hours.

CHILDREN: 100 mg/kg/day in divided doses every 6 hours.

It should be recognized that in the treatment of chronic urinary tract and
intestinal infections, frequent bacteriological and clinical appraisals are

Prepare suspension at time of dispensing as follows; Add the required amount
of water (see table below) to the bottle. For ease of preparation, add water
in two portions. Shake well after each addition of water. Each teaspoonful
(5 mi) will contain 125 mg or 250 mg Ampicillin.

Amount of Water

Bottle Size

80 ml
100 ml
150 ml
200 ml

Required for Reconstitution

53 mi
66 ml
100 ml
132 mi

SHAKE WELL BEFORE USING. Keep bottle tightly closed. Any unused
portion of the reconstituted suspension must be discarded after 7 days at
room temperature or 14 days under refrigeration.

HOW SUPPLIED
TOTACILLIN (Ampicillin) Capsules. Each capsule contains 250 mg or

500 mg Ampicillin as the trihydrate.

250 mg/Capsule .
NDC 0029-6615-25...... bottles of 20
NDC 0029-6615-28.,....bottles of 40

NDC 0029-6615-30....bottles of 100

NDC 0029-6615-32....bottles of 500
NDC 0029-6615-31............. unit dose
cartons of 100

TOTACILLIN (Ampicillin) for Oral

500 mg/Capsule )
NDC 0029-6620-25...... bottles of 20
NDC 0029-6620-28.......bqt X {
NDC 0029-6620-29. -bottles 6750
NDC’0029-6620-32....b0tt|es of 500
NDC 0029:6620:31..........., unit dose
cartons of 100

Suspension. Each 5 ml of reconstituted

suspension contains 125 mg or 250 mg Ampicillin as the trihydrate.

125 mg/5 mi
NDC 0029-6625-21...... 80 m! bottle
NDC 0029-6625-23.....100 m| bottle
NDC 0029-6625-22.....150 m| bottle
NDC 0029-6625-24.... 200 m! bottle

250 mg/5 mi
NDC 0029-6630-21...... 80 ml bottle
NDC 0029-6630-23.....100 ml bottle
NDC 0029-6630-22.....150 m! bottle
NDC 0029-6630-24.... 200 ml bottle

Beecham

laboratories

DIV. OF BEECHAM N

Rev. Octohar 1077

C. BRISTOL, TENN. 37620
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Beecham

laboratories

65 INDUSTRIAL SOUTH, CLIFTI®N, NEW JERSEY 07012 201-778-9000

e et

REGULATORY DEPARTMENT y CABLE ADDRESS “BEECHPROD"
EVK bﬁ{(‘ TELEX 133471
; Ve -

April 5, 1978

Food and Drug Administration s
Certifiable Drug Review Staff (HFDsx 35)
Division of Generic Drug Monograpﬁ‘f““‘_‘A\
Bureau of Drugs ”ﬁWﬁTgf“ b
5600 Fishers Lane P P and

Rockville, Maryland 20857 . of Mm Educaticn, ane Fa)faws

Re: #€0-666)440.107c)
.

Gentlemen:

Reference is made to Beecham Laboratories' approved Form 6
#60-666 covering Ampicillin for Oral Suspension, distributed
by Pfizer Inc. under the trade name Pen A.

We are submitting, in triplicate, a final printed package
insert, the "Adverse Reactions" section of which was revised
in accordance with Mr. I. David Powers' letter of

September 28, 1977 to Beecham Laboratories, and final printed
labels which reflect a minor editorial revision.

RECEA‘VED ' Sincerely, -

m"“ BEECHAM LABORATORIES

T cacadrughamy

AN ) (] /G Yok

George Vadnai, Ph.D.
6 Manager, Governmental Affairs
-
Q023!
GSV:dmm
Enclosures
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60-2373-00-2

- * PenA ®

ampicillin

for
CAPSULES ORAL SUSPENSION
250 mg " 125mg/5ml
and’ and
500 mg 250 mg/5 mi

. Description .
Pen A (ampicillin) is derived from the penicillin nucleus, 6-amino-penicillanic
acid (6-APA). Chemically it is D {-) a-aminobenzyl penicillin trihydrate.

- Actions
MICROBIOLOGY:
Pen A (ampicillin} is similar to benzyl penicillin in its bactericidal action against
sensitive organisms during the stage of active multiplication. It acts through the
inhibition of biosynthesis of cell wall mucopeptide, Pen A (ampicillin} differs in
in vitro spectrum from benzyl penicillin in the gram-negative spectrum. It exerts
high in vitro activity against many strains of Hemophilus influenzae, Neisseria
gonorrhoeae, Neisseria meningitidis and Neisseria catarrhalis, Escherichia coli,.
Proteus mirabilis, Bacteroides funduliformis, Salmonellae and Shigellae.

In vitro studies have also demonstrated the sensitivity of many strains of the
following gram-positive bacteria: alpha- and beta-hemolytic streptococci, Dip-
lococcus pneumoniae, ndnpenicillinas&proddcing staphylococci, Bacillus an-
thracis, and most strains of enterococei and clostridia. Ampicillin generally
provides less /n vitro activity than penicillin G against gram-positive bacteria.
Because it does not resist destruction by penicillinase, it is not effective against
penicillinase-producing bacteria, particularly resistant staphylococci. All strains
of Pseudomonas and most strains of Kiebsiella and Aerobacter are resistant.

PHARMACOLOGY: o o .
Pen A (ampicillin) is acid stable and therefore. well absorbed. Food, however,
retards absorption. Blood serum levels of approximately 2 mcg/ml are attained
within 1-2 hours following a 250 mg oral.dose given to fasting adults. Detect-
able amounts persist for about 6 hours. Pen A (ampicillin) diffuses readily into
all body tissues and fluids with the exception of brain and spinal fluid except
whenvmeninges are inflamed. Higher serum levels are obtained following |.M.
injection. Most of the ampicillin is excreted unchanged in the urine and this ex-
cretion can be delayed by concurrent administration of probenecid. The active
form appears in the bile in higher concentrations than found in the serum. Pen A
(ampicillin} is the least serum bound of all the penicillins, averaging about 20%
compared to approximately 60%-90% for other peniciflins.
* . - Indications
Pen A (ampicillin) is indicated in the treatment of infections due to susceptible
strains-of the following: ) : : .
gram-negative organisms—Shigellae,. Salmonellae (including S. typhosa),
H. influenzae, E. coli and P. mirabilis, N. gonorrhoeae, and N. meningitidis;
gram-positive organisms—Streptococci, D. pneumoniae, and nonpenicil-
linase-producing staphylococci.
Because of its wide spectrum and bactericidal action, it may be useful in institut-
ing therapy; however, bacteriological studies to determine the causative orga-
nisms and their sensitivity to ampicillin should be performed.
Indicated surgical procedures should be performed.
- - Contraindications -
A history of allergic reaction to any -of the penicillins is a contraindication.
‘Warnings g B
SERIOUS AND OCCASIONALLY FATAL. HYPERSENSITIVITY (ANAPHY-
LACTOID) REACTIONS: HAVE BEEN-REPORTED . IN PATIENTS ON PENI-
CILLIN THERAPY.- ALTHOUGH ANAPHYLAXIS 1S MORE ‘FREQUENT FOL-
LOWING PARENTERAL THERAPY, IT -HAS:OCCURRED IN PATIENTS ON
ORAL PENICILLINS. “THESE REACTIONS ARE-MORE APT TO OCCUR IN
INDWIDUALS WITH A 'HISTORY OF PENICILLIN -HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS. TO- MULTIPLE ALLERGENS.
THERE - HAVE:: BEEN*REPORTS' OF INDIVIDUALS-WITH A HISTORY: OF
PENICILLIN° HYPERSENSITIVITY WHO HAVE EXPERIENCED -SEVERE ‘RE-
ACTIONS WHEN TREATED WITH . CERHALOSPORINS. BEFORE THER-
APY WITH ‘A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CON-
CERNING PREVIOUS HYPERSENSITIVITY REACTIONS TO PENICILLINS,
CEPHALOSPORINS, AND OTHER ALLERGENS.. IF AN ALLERGIC . REAC-
TION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND.THE AP-
PROPRIATE THERAPY INSTITUTED. : : i

SERIOUS ANAPHYLACTOID REACTIONS REQUIRE IMMEDIATE EMER.
GENCY TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS
STEROIDS, AND AIRWAY MANAGEMENT, INCLUDING INTUBATION,
SHOULD ALSO BE ADMINISTERED AS INDICATED.

USAGE IN PREGNANCY: . .

Safety for use in pregnaricy. has n .i'i'gsfa'bl'ished‘.

Precautions
As with any antibiotic preparation, constant observations for signs of over-
growth of nonsusceptible organisms, including fungi, are essential. Should su-
perinfection occur (usually.involving: Aerob *seudomonas, or Candida),
the drug should be discontinued and /or appropriate therapy instituted. As with
any potent agent it is advisable to check periodically for organ system dysfunc-




Precautions (continued)
tion during prolonged therapy; this includes renal, hepatic, and hematopoietic
systems. This is particularly important in prematures, neonates and other
infants.

_——— Adverse Reactions .

As with other penicillins, it may be expected that untoward reactions will be es-
sentially limited to sensitivity phenomena. They are more likely to occur in indi-
viduals who have previously demonstrated hypersensitivity to penicillins and in
those with a history of allergy, asthma, hay fever, or urticaria. The following ad-
verse reactions have been reported as associated with the use of ampicillin:

Gastrointestinal—glossitis, stomatitis, black “hairy’’ tongue, nausea, vom-
iting, enterocolitis, pseudomembranous colitis, and diarrhea. (These reactions

- are usually associated with oral dosage forms.)

Hypersensitivity reactions—An erythematous maculopapular rash has

been reported fairly frequently. Urticaria and erythema multiforme have been
reported occasionally. A few cases of exfoliative dermatitis have been reported.
Anaphylaxis is the most serious reaction experienced and has usually been as-
sociated with the parenteral dosage form.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may be
controlled with antihistamines and, if necessary, systemic corticosteroids.
Whenever such reactions occur, ampicillin should be discontinued, unless, in
the opinion of the physician, the condition being treated is life-threatening and
amenable only to ampicillin therapy.

Liver—A moderate rise in serum glutamic oxaloacetic transaminase (SGOT)
has been noted, particularly in infants, but the significance of this finding is
unknown.

Hemic and Lymphatic Systems—Anemia, thrombocytopenia, throm-
bocytopenic purpura, eosinophilia, leukopenia, and agranulocytosis have been
reported during therapy with the penicillins. These reactions are usually rever-
sible on discontinuation of therapy and are believed to be sensitivity reactions.

Dosage
Infections of the ear, nose, throat, and lower respiratory tract due to strepto-
cocci, pneumococci, and nonpenicillinase-producing staphylococci, and also
those infections of the upper and lower respiratory tract due to H. influenzae:

Adults— 250 mg every 6 hours.

Children— 50 mg/kg/day in divided doses every 6 or 8 hours.
Infections of the genitourinary tract caused by sensitive gram-negative and
gram-positive bacteria: »

Adults— 500 mg every 6 hours. Larger doses may.be required for se-

vere infections. :

Children— 100 mg/kg/day in divided doses every 6 hours.

Uncomplicated urethritis due to N. gonorrhoeae:
Adult males and females—3.5 grams single oral dose administered simulta-
neously with 1.0 gram of probenecid.
Cases of gonorrhea with a suspected lesion of syphilis should have dark field
examinations before receiving ampicillin, and monthly serological tests for a
minimum of 4 months.
Infections of the gastrointestinal tract:
Adults— 500 mg every 6 hours.
Children=— 100 mg/kg/day in divided doses every 6 hours.
Larger doses may be required for stubborn or severe irfections. The children’s
dosage is intended for individuals whose weight will not cause a dosage to be
calculated greater than that recommended for adults. Children weighing more
than 20 kg should be dosed according to the adult recommendations.

-Itshould be recognized that in the treatment of chronic urinary tract and intes-
tinal infections, frequent bacteriological and clinical appraisals are necessary.
Smaller doses than those recommended above should not be used. Even higher
doses may be needed at times. In stubborn infections, therapy may be required
for several weeks. |t may be necessary to continue clinical and/or bacteriologic-
al follow-up for several months after cessation of therapy.

Treatment should be continued for a minimum of 48 to 72 hours beyond the
time that the patient becomes asymptomatic or evidence of bacterial eradication
has been obtained. Itis recommended that there be at least 10 days’ treatment
for any infection caused by hemolytic streptococci, to help prevent the occur-
rence of acute rheumatic fever or glomerulonephritis.

Directions for Mixing Oral Suspension. :
Prepare suspension at time of dispensing as follows: Add 66 mi of water to the
100 ml package and 132 ml of water to the 200 ml package. Shake vigorously.
This will provide 100 and 200-ml. of suspension,. respectively. Each tea-
spoonful (56 ml) will contain 126 mg or 250 mg ampicillin. SHAKE WELL BE-
FORE USING. Keep bottle tightly closed. Any unused porticn of the reconsti-
tuted-suspension must be discarded after 7 days at room temperature or 14
days under refrigeration.- T - E .
e e ‘How Supplied - o

Pen-A (ampicillin) Capsules: Ampicillin trihydrate equivalent to 250 mg or 500
mg ampicillin per capsule. - - N N

250 mg: bottles of 100 and 500.

500 'mg: bottles of 100. - ) :

Pen A (ampicillin) for Oral Suspension: Each 5 mi of reconstituted suspension
contains-ampicillin trihydrate equivalent to 125 mg-or 250-mg.ampicillin.
: 125 mg/5 mi: bottles of 100 ml and 200 ml. . - :

:250.mg/.5 ml: bottles of- 100-ml. and 200.ml.

Manufactured by Bebecham Laboratories, -
Div. Beecham Inc., Bristol, TN 37620

[_)isiri_l;ujéd by

: 1 Pfipnarmecs owision :
60-2373-00-2 - P [\ Printed in U.S.A.
9049 /E : PFIZER INC., NEW YORK, N.Y-10017 Revised Mar. 1978
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RECOMMENDED STORAGE IN DRY FORM

STORE BELOW 86°F. (30°C.)

tWhen reconstituted as directed each 5mi (1 teaspoonful)
contains ampicillin trihydrate equivalent to 125 mg amp
Directions for reconstitution: Add 66 ml of water. For ease
of preparation, tap gently, add water in 2 portions.

Shake well after each addition. MADE INU.S.A3

™

£XP,

LOT NO, .

KEEP CONTAINER TIGHTLY CLOSED-SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard
unused portion after 7 days; when stored under
retrigeration discard unused portion after 14 days.
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RECOMMENDED STORAGE IN DRY FORM
STORE BELOW 86°F. (30°C.)

tWhen reconstituted as directed each 5mi (1 teaspoonful)
contains ampicillin trinydrate hn:zw_o:- to 125 mg ampicillin,

Directions for reconstitution: Add 132 ml of water. For ease
of preparation, tap gently, add water in 2 portions.
Shake well after each addition. MADE INUSA. 3

EXP.

LOT NO.

KEEP CONTAINER TIGHTLY CLOSED - SHAKE WELL BEFORE USING
When suspension Is stored at room temperature discard

unused portion after 7 days; when stored under

refrigeration discard unused portion after 14 days.
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RECOMMENDED STORAGE IN DRY FORM

STORE BELOW 86°F.(30° [¢3]

twWhen reconstituted as directed each 5ml (1 teaspoonful)
contains ampic trihydrate aquivalent to 250 mg ampicillin,
Directions for reconstitution: Add 66 ml of water, For ease
of preparafion, tap gently, add water in 2 portions,

Shake well after each*tddition. MADE INUS.A. 3

EXP.

LOT NO. “

KEEP CONTAINER TIGHTLY CLOSED~SHAKE WELL BEFORE USING
When suspension is stored at room temperature discard
unused portion after 7 days: when stored under
refrigeration discard unused portion after 14 days.
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SUSPENSION

RECOMMENDED STORAGE IN DRY'FORM

STORE BELOW 86°F. (30°C.)

tWhen reconstituted as directed each Sml {1 teaspoonful)
contains ampicillin trihydrate equivalent to 250 mg amplci
Directions for reconstltution: Add 432 ml of water. For ease

of preparation, tap gently, add water-in 2 portions.

Shake well after each addition.. . MADE INU.S.A. 3

EXP,

LOT NO.

KEEP CONTAINER TIGHTLY CLOSED - SHAKE WELL BEFORE USING
When suspension [s stored at room temperature discard

unused portlon after 7 days; when stored under

refrigeration discard unused portion after 14 days.
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0 AL
“Beecham T

- laboratories
W, :
65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT y;&/ CABLE ADDRESS “BEECHPROD
. % TELEX 133471

e g:}l’q April»-.lsl, 1978

Food and Drug Administration
Certifiable Drug Review Staff (HFE
Division of Generic Drug Monographs
Bureau of Drugs .
5600 Fishers Lane ‘

Rockville, Maryland 20857 Departasat of Health, Eiwcstion, sns Gslfare
Re: (#60-666) (440.107c) ' ,
\__/ »

Gentlemen: ) -

Reference is made to Beecham Laboratories' approved Form 6.
Antibiotic Application #60-666 covering Ampicillin for Oral

. Suspension. We hereby wish to supplement our Application
) to provide for:

1. A revised final printed package insert for the
Penbritin brand of Oral Suspension distributed by
Ayerst Laboratories.  This insert reflects the
change in the "Adverse Reactions" section in
accordance with Mr. I. David Power's letter of
September 28, 1977 to Beecham Laboratories;

2. Notification that is
of the child-resistant safety closure, the
specifications are identical to those prev1ously
submitted.

This supplement is submitted in triplicate.

1002513

Sincerely,

BEECHAM LABORATORIES
Feage lodies

George Vadnai, Ph.D.
f;§ ) ' ' Manager, Governmental Affairs

GSV :dmm %
Enclosures AL 0 2D

AcriL14 1978

. Jqucxu;ug Ad njn
wertificatiy. . "erlce -
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PENBRITIN" o

(ampicillin)
T for '
ORAL SUSPENSION . PEDIATRIC DROPS
125 mg/5 mi for
and ORAL SUSPENSION

250 mg/5 mi 100 mg/ml

CAUTION: Federal law prohibits dispensing without prescription.

DESCRIPTION
Chemical name: D(— )-alpha-aminabenzyl peniciliin
PENBRITIN is an orally active, semisynthetic broad spectrum penicillin. It is inactivated by
penicillinase.
ACTIONS
Microbiologic:

Ampiciliin appears to act primarily by interfering with the synthesis or maintenance of the bacterial
cell wall. It strongly inhibits the early fag and logarithmic phases of bacterial muttiplication. In in
vitro studies, ampicillin is bactericidal. -

—-— T . -
PENBRITIN is effective against the usual penicillin-susceptible gram-positive organisms, and in

addition, many gram-negative pathogens. It is active in vitro against many strains of the following’

bacteria:

GRAM-POSITIVE — Alpha and beta hemolytic streptococci, nonpenicillinase-producing staph-
ylococci, Diplococcus pneumoniae, Clostridia species, Bacillus anthracis, most strains of
enterococci.

GRAM-NEGATIVE — Haemophilus influenzae, Neisseria gonorrhoeae and meningitidis, Proteus
mirabilis, Escherichia coli, Salmonella {including S. typhosa), Neisseria catarrhalis, Bacteroides
funduliformis, and Shigelia.

All strains of Pseudomonas and most strains of Klebsielfa-Aerobacter are resistant. Because
ampicillin is destroyed by penicillinase, PENBRITIN is nof effective against penicillinase-producing
acteria. .
Pharmacologic:

PENBRITIN is stable in acid and is therefore not destroyed by. gastric juice. (Food, however, retards
absorption.) PENBRITIN is well absorbed and. produces high and persistent blood levels of unbound
ampicillin. Ampicillin is the least protein bound of all the penicilfins, averaging 20 percent as
contrasted with 60 to 90 percent for the others. Blood serum fevels of approximately 2 mcg/ml are
achieved within one to two hours following a 250 mg oral dose to fasting adults. Detectable amounts
persist in the blood for about six hours. There are high concentrations in the bile and urine. Ampigillin
diffuses readily into most body tissues and fluids. However, penetration into the cerebral spinal fluid
occurs only with meningeal inflammation. Ampicillin is excreted in the urine, largely unchanged, and
this excretion can be delayed by concurrent administration of ‘probenecid.

INDICATIONS
PENBRITIN is indicated in the treatment of infections due to susceptible strains of the following:
GRAM-NEGATIVE organisms: Shigella, Saimonella (including S. typhosa), H. influenzae, E. cofi, P.
mirabilis, N. gonorrhoeae, and N, meningitidis. )
‘GRAM-POSITIVE organisms: Streptococei, nonpenicillinase-producing staphylococci, and D.
preumoniae. ‘ )

Bacteriologic studies to determine the causative organisms aind their sensitivity to ampicillin should

be performed. Because PENBRITIN is a broad spectrim antibjotic, thierapy may be instituted prior to
the resuits of sensitivity testing. ) h N

CONTRAINDICATIONS
PENBRITIN is contraindicated in patients with a history of hypersensitivity to-any penicillin.

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHYLACTOID) REACTIONS HAVE BEEN
REPORTED IN PATIENTS ON PENICILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE FREQUENT FOL-
LOWING PARENTERAL THERAPY, [T HAS OCCURRED IN PATIENTS ON ORAL PENICILLINS. THESE REAC-
TIONS ARE MORE APT TO OCCUR IN INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE ALLERGENS. ’

THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH AHISTORY OF PENICILLIN HYPERSENSITIVITY WHO
HAVE EXPERIENCED SEVERE REACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE THERAPY
WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CONCERNING PREVIQUS HYPERSENSITIVITY
REACTIONS TO PENICILLINS, CEPHALOSPORINS, AND OTHER ALLERGENS.

‘IF AN ALLERGIC REACTION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND THE APPROPRIATE

THERAPY INSTITUTED. SERIOUS ANAPHYLACTOID REACTIONS REQUIRE [MMEDIATE EMERGENCY
TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS, AND AIRWAY MANAGEMENT,
INCLUDING INTUBATION, SHOULD ALSO BE ADMINISTERED AS INDICATED. - - -

USAGE IN PREGNANCY: Safety for use in pregnancy has not been established.
PRECAUTIONS

As with any antibiotic preparation, constant observation for signs of overgrowth of";ndr'lsus'ceptible .
organisms, including fungi, is essential. Should superinfection occur: (usually invoiving Aercbacter, -

Pseudomonas, or Candida), the drug shoufd be discontinued and/or appropriate therapy instituted.

Periodic assessment of renal, hepatic, and hematopoietic function should be. made during pro-
longed therapy. This is particularly important in.p_rer'natures,\ neonates and other infaq,ts. .
ADVERSE REACTIONS T e
As with other penicillins, it may be expected that untoward reactions will be essentially limited to
sensitivity phenomena. These are more likely to occur in individials with ahistory of allergy, asthma,
hay fever, or urticaria.

The following adverse reactions have been reported as associated with the use of ampicillin:

Gastrointestinal—aglossitis, stomatitis, black “hairy” tongue, nausea, vomiting, enterocolitis,

pseudomembranous colitis, and diarrhea. (These reactions-are usually associated with oral admin-
istration.) : . :

>

*Mfr. lic'd. under ® 705,484 : : . .. 607,611,625
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PENBRITIN (ampicillin) for Oral Suspension &
Pediatric Drops for Oral Suspension cont’d.

Hypersensitivityteactions — erythematous maculopapular rashes have been reported fairly fre-

quently; utticaria, erythema multiforme, and an occasional case of exfoliative dermatitis have been
reported. Anaphylaxls is usually associated with parenteral administration.
Note: Urticaria, other skin rashes, and serum sickness-like reactions may be controlled wnh anti-
histamines and if necessary, systemic corticosteroids. Whenever such reactions occur, ampicillin
should be discontinued unless, in the opinion of the physician, the condition being treated is life-
threatening and amenable only to ampicitlin therapy.

Hepatic — A moderate rise in serum glutamic oxaloacetic transaminase (SGOT) has been noted,
particularly in infants. The significance of this finding is unknown.

Hemic and lymphatic — anemia, thrombocytopenia, thrombocytopenic purpura, eosmophllla,
leukepenia, and agranulocytosis have been reported. These are usually reversible on discontinuation
of the drug, and are believed to be hypersensitivity phenomena.

DOSAGE AND ADMINISTRATION

Infection Usual Dosage* Usual Dosage*
Adults Childrent
Respiratorytract 250 mg q 6 hours - 50 mg/kg/dayin
equal doses q 6-8
hours
Gastrointestinal 500 mg q 6 hours 100 mg/kg/dagin  «
tract equa) doses q 6-8
Genitourinary tract hours
Urethritis in Males or 3.5 g single oral dose administered simul-
Females dueto taneously with 1.0 g of probenecid

N. gonorrhoeae

In the treatment of complications of gonor-

rheal wrethritis, such as prostatitis and

epididymitis, prolonged and intensive

therapy is recommended.

Cases of gonorrhea with a suspected pri-

mary lesion of syphitis should have dark-

field examinations before receiving treat-

ment. in all other cases where concomitant :
syphilis is suspected, monthly serologic »
tests should be made for a minimum of

four months. s

*Larger than usual dosages may‘be required for stubborn or severe infections. Smaller doses than those recom-
mended above should not be used.

1The children's dosage is intended for individuals whose weight will not cause a dosage to be calculated greater
than that recommended for adults Children weighing more than 20 kg (44 1b) should be given the adult recom-
mended dosage.

PEDIATRIC DROPS:
A suggested dosage regimen is:
Under 12 Ib— 0.6 ml q 6 hours
12-25 1b— 1.0 ml q 6 hours
25-44 |b-— 2.0 ml q 6 hours
DURATION OF TREATMENT: Medications should be continued for at least 48 to 72 hours after all
symptoms have subsided or cultures have become negative. For any infection caused by hemolytic
streptococci, at least 10 days of treatment is recommended to help prevent the occurrence of acute
rheumatic fever or glomerulonephritis.

DIRECTIONS FOR MIXING ORAL SUSPENSIONS
Prepare suspensions at time of dispensing as follows: Add the required amount of water (see table
below) to the bottle and shake vigorously. Each teaspoonful (5 m) of reconstituted Oral Suspension
will contain 125 mg or 250 mg ampicillin, depending upon the initial concentration. Each ml of
reconstituted Pediatric Drops will contain 100 mg ampicilfin.

Amount of Water Required

Bottle Size: for Reconstitution
100 ml Oral Suspension 66 ml
200 ml Oral Suspension 132 ml

20 ml Pediatric Drops 11.5mi
SHAKE WELL BEFORE USING.
STABILITY

ORAL SUSPENSION: No refrigeration required before mixing. After mixing, suspension may be-kept at
reom température £21.1° C (70° F)] for 7 days or in a refrigerator [4.4° G (40° F)] for 14 days without
significant loss of potency. KEEP TIGHTLY CLOSED.

PEDIATRIC DROPS: No refrigeration required before mixing. After mixing, suspension may be keptin a
refrigerator for 14 days without significant foss of potency. KEEP TIGHTLY CLOSED.

HOW SUPPLIED

PENBRITIN (ampicilfin} for Oral Suspension — when reconstituted:

Each 5 ml (one teaspoonful) contains 125 mg ampicillin as the trihydrate. Bottles for 100 ml (NDC
0046-0607-86) and 200 ml (NDC 0046-0607-82).

Each 5 ml(one teaspoonful) contains 250 mg ampicillin as the trihydrate. Bottles for 100 m! (NDC
0046-0611-86) and 200 mt (NDC 0046-0611-82).

PENBRITIN (ampicillin) PEDIATRIC DROPS for Oral Suspension — when reconstituted:
Each ml contains 100 mg ampicillin as the trihydrate. Bottles for 20 ml (NDC 0046-0625-20).

Distributed by
AYERST LABORATORIES INCORPORATED
New York, N.Y. 10017

Revised February 1978. 6947/E vPrinted inU.S.A.
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NDA NUMBE

» NOTICE QF APPROVAL -
h NEW DRUG APPLICATION OR SUPPLEMENT

/
.y 0 FROM: BN
o ) - : . [¥] Bureau of Drugs

Press Relations Staff (HF1-40) -

[_] Bureau of Veterinary Medicine

ATTENTION
Forward\ongmal of this form for publication only after approval letter has been issued and the date of - --
‘approval has been entered above.

TYPE OF APPLICATION | CATEGORY -
L__péUPPLEM NT [] ABBREVIATED DSUPPLEMENT' .
l:] ORIGINAL NDA hﬂf; ORlGINAL NDA " TO ANDA _ | HUMAN [[] VETERINARY
e —— —— -
TRADE NAME (or other desxgnate;j?me) AND ESTABLISHED OR NONPROPRIETARY NAME (if any) OF DRUG. N
AmMPIC (2.8 L.
DOSAGE FORM /\/ -~ | HOW DISPENSED ’ o
jﬂr‘ 0£/4L' S(/S/dé'/l/f/z} YRx [:]o‘rc'.
ACTWE INGREDIENTI(S) (as declared on label. List by establxshed or nonproprietary name(s) and include t(s), if
declared on label. ) -- )

/9/;/; picice ;M(M%W) — /f,?s//m;’//f/»v6

/&@

T > NAME OF APPLICANT (Inclide City and Statoe). : :
S - BEE CHAm z#/}()/&/flfwz /CJ
</ //b 7on/, M- J- L Tt

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

/?A/T/Dﬂc“fé/z/% | |

COMPLETE FOR VETERINARY ONLY -

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR. SUPPLEMENT ONLY .

CHANGE APPROVED TO. PROVIDE FOR

D/j‘[’/&l&]’b/z, ,@cwscp /444/(4,45 /,z/;c,ej”

AT A//+ e Suf/ﬂcztlf/

FORM PREPARED BY

- FORM APPROVED BY

<Q % - D _ - . ﬁ:ne%?/?y

(2/75) S REVIOUS EDITION MAY BE USED UNTIL SUPPLY s EXHAUSTED .
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DEPARTMENT(MTHEALTH,EDUCKﬂON.AND WELFARE e

. PUBLIC HEALTH SERVIQE o -
FOOD AND DRUG ADMINISTRATION )
ROCKVILLE, MARYLAND Xxox 20857

April 7, 1978 :;;2’*”45’ ~
Our_Reference: _ ' . » .

Sheila A. Scolnick

Quality Control Supervisor

BEECHAM LABORATORIES . -
101 Possumtown Road — e a

Piscataway, New Jersey 08854 -

Dear Ms. Scolnick:

This is in reference to your Form 7 submission of Ampicillin Trihydrate
(bulk), batch mark number 710349R, submitted to us on January 23, 1978
for certification. ‘

Our laboratory report for potency and titrations are listed
below: : : -

Otiginal Sample

¥

Potency — mcg/mg Z ' A

Weight 1'- — °  Weight 4 — —— L S _—

Weight 2 -~ — | VWeight:-5 - — '

Weight 3 - — Weight 6 - —

Average -

Corrected - —————

Concordance -~ Potency vs. —— . - —_—

Additional Sample '

Potency - mcg/mg - o B e ZLL:iifgfﬁf!{?l g

. Weight 2 - —— o~ T m— L L e—— e

Weight 3 - —— o )

Corrected = =
Concordance ~ Potency vs. —™™ & o

Average B — Average - Average - -

o



s
R
RN

Page 2 o

Avéragé‘— Total Weighgé

Potency e e
et e At

Corrected — oo,

Concordance — Potency vs.
: Potency vs.

vS. — = e

The batch fails potency/ — concordance as specified in 21 CFR,
Part 440.7(a) (1) (vi), and for this reason we cannot certify batch
710349R under the authority of Section 507 of the Federal Food, Drug,
and Cosmetic Act, as amended.

Sincerely yours,

o .
} Hﬂﬁ Cret A Fppelospie
" Howard S. Spungen//Acting hief

Certificatlon Services Branch (HFD-332)
¢ Division of Drug Product Quality
cc:

NWK-DO
HFD-332/RF
HFD-332/0D -
HFD-332/Rejection
(60-675 Jacket
HFD-430/Lab _
HFD-433/Sample Room
HFD-300/RF .
HFD-330/Chrono(2)
HFA-226

" HFD-332/FJGeissel
HFD-332/HSSpungen :

HED—332/Prepgred:KPWhitleyfcfﬁ:4%7/78 ;i
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Generic Name: ampicillin trihydrate
Sponsor: Beecham Laboratories

Approval Date: June 7, 1978
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Beecham

laboratories

65 INDUSTRIAL SOUTI—I\, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT CABLE ADDRESS “BEECHPROD"
TELEX 133471

June 1, 1978

ﬁutaéeég;> 6 {in

M et e 2
o VI s

Food and Drug Administration
Certifiable Drug Review Staff (HFD-535)
Division of Generic Drug Monographs
Bureau of Drugs

5600 Fishers Lane

Rockville, Maryland 20857

L) Re: $60-666 (440. 1070)
Gentlemen: o
Reference is made to Beeéham Laboratories' approved Form 6

#60-666, covering Ampicillin for Oral Suspension, - ‘distributed
by Lederle La gratorles under the trade namﬁ'Alpen..

Please note- hat Beecham is no ‘longer manuf turing Ampicillin
for LederlenLaboratorles, however, the Alpen for Oral
Suspensibn “'pplles remalnlng on the market w111 continue to
be distributed. : i :

Thisvsupplement is submitted in triplicate.

-Sincerely,:

~ BEECHAM LABORATORIES

 Goerge Vadnai, Ph.D.
Manager, Governmental Affa

GSV:dmm
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A} ) \P
Yac\eon
Beecham o

laboratories

65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 201-778-9000

REGULATORY DEPARTMENT CABLE ADDRESS ""BEECHPROD"
TELEX 133471

June 20, 1978
Dave Approved /67/&(7//7324“44

Account No.

Food and Drug Administration
Certifiable Drug Review Staff (HFD- 5%§Ene;’
Division of Generic Drug Monographs
Bureau of Drugs

5600 Fishers Lane

Rockville, Maryland 20857

Welfare

Re: #60-666 (440.107c)
1

Gentlemen:

Reference is made to Beecham Laboratories' Form 6 Antibiotic
Application for Totacilltin (ampicillin) for Oral Suspension.

We hereby supplement the above Application to provide for
the results and raw data of the bioequivalency study for
which the protocols were filed on April 10, 1978.

This supplement is submitted in triplicate. : épﬁﬁ?'

Sincerely,

BEECHAM LABORATORIES

Aaz )

George Vadnai, Ph. D < w5y .
Manager, Governmental Affaxnsﬁg,
A |

GSV : dmm M
Enclosures
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£

Totacillin (ampicillin) Oral Suspension Beecham Laboratories
125 mg/5 m1 and 250 mg/5 ml Clifton, New Jersey
Form 6 #60-666. Submission Dated:

April 10, 1978
REVIEW OF TWO BIOAVAILABILITY PROTOCOLS

Ampicillin is a‘semi-synthetic penicillin with broad spectrum activity.
It is stable in acid and well absorbed in the gastrointestinal tract.

OBJECTIVES:

To compare the serum levels of Ampicillin, Beecham, 125 mg/5 ml to
Ampicillin, Bristol, 125 mg/5 ml.

PROTOCOL I:

This is a two-way crossover design study, using 12 male subjects between
18-55 years of age, within + 10% of the normal weight-height table, free
from other medication for one week and during the study. Subjects will
be screened for-any history of serious disease and sensitivity to peni-
cillin. They will be tested clinically using CBC, SMA-12, and urinalysis
tests. Subjects will fast for eight hours before and 2 hours after
dosing. A single dose of 250 mg/10 ml of Ampicillin, Beecham, 125 mg/5
ml or Ampicillin, Bristol, 125 mg/5 ml will be administered with 4 oz of
water. 240 ml1 of water will be given 1-2 hours before dosing and 120 ml
of Tiquid every hour during the study. Blood samples (15 m1) will be
collected at 0, 0.33, 0.66, 1, 1.5, 2, 4, and 6 hours, refrigerated

at 5°C for 1/2 hour, centrifuged, and the serum separated into 2 three

ml portions and frozen and shipped in dry ice to Beecham Laboratories,
Bristol, TN. Urine will be collected before dosing and then from 0-6
hours, 5 ml from each collection will be put ins sterile tubes for assay.
Raw data will be analyzed by an appropriate statistical method. Informed .
consent forms will be sianed by all subjects. The study will be done
under the direction of :

———

~and samples assayed at -
PROTOCOL II:

This protocel is the same as Protocol I with the exception that the
drugs tested will be Ampicillin, Beecham, 250 mg/5 ml and Ampicillin,
Bristol, 250 mg/5 mi. -

COMMENTS: (Protocols I and II)

-The drugs should be tested for potency and the lot numbers recorded.

The test drugs, Beecham, 125 mg/5 m1 and 250 mg/5 m1 should be from

a production batch. The blood chemistry of subjects should include a
hemoglobin and hematocrit and the urinalysis of a microscopic examination.
A full description of the analytical microbiological method should be
‘submitted with validation data to assure that the method can measure the
. drug and/or metabolites expected in the clinical specimens with the
‘required sensitivity, linearity and specificity. This should include




Form 6 60-666 | Page 2

£ zone sizes, standard curves, etc. The firm should be told that a three-
way crossover design study would be adequate. Beecham's, Ampicillin,
125 mg/5 m1 x 2 and 250 mg/5 m1 compared to Bristols', Ampicillin, 250
mg/5 ml would be sufficient.

RECOMMENDATION:

The firm should be notified of our comments.
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Totacillin (ampicillin) Beecham Laboratories

Oral Suspension ’ Clifton, New Jersey
125 mg/5 ml Submission Dated:

FORM 6 60666 June 20, 1978

REVIEW OF A BIOAVAILABILITY STUDY (2)

Ampicillin is a synthetic penicillin with broad spectrum activity, and is
effective against penicillin susceptible gram—negative and gram positive
organisms.

OBJECTIVES: -t

To compare Totacillin, 125 mg/5 ml oral suspension (A) to Polyeillin
125 mg/5 ml Bristol (B) and Totacillin 250 mg/5 ml (C) to Polycillin
250 mg/5 ml1 (D) Bristol.

PROTOCOL:

These were two two-way crossover design studies, using 12 male volunteers
in each study, weighing between 129-200 pounds, 18 tg 39 years of age,
screened for any history of serious diseases or sensitivity to penicillin
and adequately tested clinically. A single dose of 250 mg was admin-

istered to subjects in both studies. Subjects fasted before the initial
dose and 2 hours after drug administration. They drank 120 ml of water
per hour during the test period. Blood samples (15 ml) were drawn at o,
0.33, 0.66, 1.0, 1.5, 2, 4 and 6 hours. Urine was collected prior to
drug administration, and the 0-6 hours. Two 5 ml aliquots were retained

for assay. Clinical specimens were assayed by the - method
using ——— - The study was conducted at
“* under:the direction of p—

APPEARS THIS WAY
ON ORIGINAL

EPNETOIN




ot

~ T TEST DRUGS

Totacillin 125 mg/5 ml Lot #HM-2973

A
B Polycillin 125 mg/5 ml Lot #E-5-v-09
C Totacillin 250 mg/5 ml Lot #HW-1257
D Polycillin 250 mg/5 ml Lot #E-5-V-10
A B c D
Cmax (mcg/ml) 2.32 2.7 3.2 2.65
Tmax (hour) 1.0 1.0 1.0 1.5
AUC 0-6 mcg~hr/ml 6.29 7.27 7.29 - 822
Urinary Excretion 177.3 109.8 134.6 109.6
(mg)
BLOOD LEVEL DATA MCG/ML (MEAN)
TIME (hour) A B C D
0 0 0 0 . 0
0.33 0.62 (73%)* 0.96 (86%)* 0.80 (357)* 0.79 (497)*
0.66 1.76 (41%) 2.23 (46%) 2.34 (11%) 2.19 (45%)
1.0 2.32 (20%) 2.72 (36%) 3.20 (17%) 2.60 (39%)
1.5 2.44 (30%) 2.52 (27%) 2.05 (24%) 2.65 (29%)
2.0 1.96 (32%) 1.98 (30%) 2.01 (34%) 2.61 (23%)
4.0 0.45 (53%) 0.54 (61%) 0.58 (58%) 0.67 (40%)
6.0 0.14 (46%) 0.25 (28%) 0.20 (43%) 0.29 (69%)

* Coefficient of variation. °
COMMENTS :
These data are in agreement with previously submitted studies,

RECOMMENDATIONS ¢

The firm should be notified that the Study is acceptable and
bioequivalency has been established for Beecham's Laboratories', 125 mg/
5 ml and 250 mg/5 ml oral suspension.

o -
(o) K<: ﬁfzzgféégzxté/
a

Bidpharhaceutics Review Branch
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S DEPARTMENT OF HEALTH, EDUCATIQN, AND WELFARE .
MEMORAND UM : M PUBLIC HEALTH SERVICE -~

(

TO

FROM

. SUBJECT:

.. FOQD AND DRUG ADMINISTRATION

. AR}
[

Jerome P. Skelly, Ph.D. DATE:June 27, 1978

Biopharmaceuticals Review Branch (HFD-522)

Director .
Division of Generic Drug Monographs (HFD-530)

Bioavailability Study Form 6 #60-666 Ampiéi]]in Trihydrate for Oral Suspension

Spohsor: Beecham Laboratories
’ Clifton, New Jersey

On April 14, 1978, we forwarded to your attention Beecham's proposed protocol
for a study to be done on their ampicillin for oral suspension. As of this
date we have not received your comments on this submission.

Since Beecham holds an approved Form 6 for this product and the test drugs
are from certified batches, we are not sure why the study was submitted.
Please review and comment. .

[

r isjgzgit%(M.D.
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DEPARTMENT OF HEALTH. EDUCATION. AND WELFARE
T 7 " PUBLIC HEALTH SERVICE™ -
FOOD AND DRUG ADMINISTRATION
ROCKVILLE. MARYLAND 20857

.f | October 2¢., 1978

Qur reference:
60-666 (440.107c)

Beecham Laboratories
Attention: George Vadnai, Ph.D.
65 Industrial South
Clifton, New Jersey 07012
; Gentlemen:
This is in reference to your submission of June 20, 1978, consisting of
-a bioequivalence study conducted on your ampicillin for oral suspension.

The study has been reviewed by our Biopharmaceutics Review Branch and

found to be satisfactory. An approved copy is enc]osed.for your files.

3

redhy yours,

Harvin Seife, M.D.

O/t
Director :

Division of Generic Drug Monographs
Bureau of Drugs

Enclosure

cc :NWK'D.Q/

HFD-535
C ) HFD-535/0D

éeife




CENTER FOR DRUG
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RESEARCH

Approval Package for:

APPLICATION NUMBER:

60-666 sup‘plement

Trade Name: Totacillin for Oral Suspension
125mg/5mL and 150mg/5mL

Generic Name: ampicillin trihydrate
Sponsor: Beecham Laboratories

Approval Date: February 14, 1979
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Beecham X :

laboratories |

65 INDUSTRIAL SOUTH, CLIFTON, NEW JERSEY 07012 20T-778-9000
REGULATORY DEPARTMENT CABLE ADDRESS “BEECHPROD"
- TELEX 133471

vm@%ebruary 8, 1979

e T ) ) " . -.vnnd.ajfm-.v_-wrr_-:m e T ﬁ/ﬁ b/-] p
Food and Drug Administration , ‘ﬁg;gﬁﬁé 7

Certifiable Drug Review Staff (HFD-535)
Division of Generic Drug Monographs

Bureau of Drugs

5600 Fishers Lane

Rockville, Maryland 20857 _ S

Re: (#60-666 )(440.107c)

N——

Gentlemen:

Reference is made to Beecham Laboratories' approved Form 6
Antibiotic Application for Totacillin (ampicillin) for

Oral Suspension. We hereby wish to supplement our Application
to provide for final printed labeling reflecting a slight
revision in the "Directions for Mixing" section.

This supplement is submitted in triplicate.

Sincerely,

a2

s .,

c‘{!l” .
il

Enclosures



- CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

60-666 supplement

FINAL PRINTED LABELING



. " T0-G
laboratories
TOTACILLIN®
ampicitlin
CAPSULES ' for
250“'- ORAL SUSPENSION
mg , 125 mg/5 mi
and . and
500 mg 250 mg/5 ml
DESCRIPTION

TOTACILLIN {Ampicillin} is derived from the penicillin nucleus,
6-aminopenicillanic acig {6-APA), isolated by Beecham. Chemically it is
D (-) a-aminobenzyl pehiciliin trihydrate. -
ACTIONS
MICROBIOLOGY:
TOTACILLIN {Ampicillin) is similar to benzy! penicillin in its bactericidal
action against sensitive organisms during the stage of active muitiplication.
It acts through the inhibition of biosynthesis of cell wall mucopeptide.
TOTACILLIN (Ampicillin) differs in in vitro spectrum from benzy! penicillin
in the Gram-negative spectrum. It exerts high in vitro activity against many
strains of Haemophilus influenzae, Neisseria gonorrhoeae, Neisseria meningi-
tidis, Neisseria catarrhalis, Escherichia coli, Proteus mirabilis, Bacteroides
funduliformis, Salmonellae and Shigellae.
In vitro studies have also demonstrated the sensitivity of many strains of the
following Gram-positive bacteria: alpha- and beta-hemolytic streptococci,
Diplococcus pneumoniae, nonpenicillinase-producing staphylococci, Bacillus
anthracis, and most strains of enterococci and clostridia. Ampicillin generally
provides less in vitro activity than penicillin G against Gram-positive bacteria.
Because it does not resist destruction by penicillinase, it is not effective
against penicillinase-producing bacteria, particularly resistant staphylococci.
All strains of Pseudomonas and most strains of Klebsiella and Aerobacter are
resistant.

PHARMACOLOGY :

TOTACILLIN {Ampicillin) is acid stable and, therefore, well absorbed. Food,
however, retards absorption. Blood serum levels of approximately 2 mcg/ml
are attained within 1—2 hours following a 250 mg oraf dose given to fasting
adults. Detectable amounts persist for about 6 hours.

TOTACILLIN {Ampiciltin) diffuses readily into all body tissues and fluids
with the exception of brain and spinal fluid except when meninges are
inflamed. Higher serum levels are obtained following |.M. injection. Most of
the Ampicillin is excreted unchanged in the urine and this excretion can be
delayed by concurrent administration of probenecid. The active form appears
in the bile in higher concentrations than found in the serum. TOTACILLIN
(Ampiciflin} .is one of the least serum bound of all the penicillins averaging
about 20% compared to approximately 60%—90% for other penicillins.

INDICATIONS
TOTACILLIN {Ampicillin) is indicated in the treatment of infections due to
susceptible strains of the following: :
Gram-negative Organisms: Shigellae, Salmoneliae {including S. typhosa},
H. influenzae, E. coli, P. mirabilis, N. gonorrhoeae, and N. meningitidis.
Gram-positive Organisms: Streptococci, D. pneumoniae, and nonpeni-
cillinase-producing staphylococci.

Because of its wide spectrum and bactericidal action, it may be useful in
instituting therapy; however, bacteriological studies to determine the caus-
ative organisms and their sensitivity to Ampicillin should be performed.
Indicated surgical procedures should be performed.

CONTRAINDICATIONS
A history of allergic reaction to any of the penicillins is a contraindication.

WARNINGS

SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANA-
PHYLACTOID) REACTIONS HAVE BEEN REPORTED IN PATIENTS
ON PENICILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE
EREQUENT FOLLOWING PARENTERAL THERAPY, IT HAS OCCUR-
RED IN PATIENTS ON ORAL PENICILLINS. THESE REACTIONS ARE
MORE APT TO OCCUR IN INDIVIDUALS WITH A HISTORY OF PENI-
CILLIN HYPERSENSITIVITY AND/OR HYPERSENSITIVITY REAC-
TIONS TO MULTIPLE ALLERGENS. THERE HAVE BEEN REPORTS OF
INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY
WHO HAVE EXPERIENCED SEVERE REACTIONS WHEN TREATED
WITH CEPHALOSPORINS. BEFORE THERAPY WITH A PENICILLIN,
CAREFUL INQUIRY SHOULD BE MADE CONCERNING PREVIOUS
HYPERSENSITIVITY REACTIONS TO PENICILLINS, CEPHALOSPO-
RINS, AND OTHER ALLERGENS. IF AN ALLERGIC REACTION OC-
CURS, THE DRUG SHOULD BE DISCONTINUED AND THE APPRO-
PRIATE THERAPY INSTITUTED. SERIOUS ANAPHYLACTOID REAC-
TIONS REQUIRE IMMEDIATE EMERGENCY TREATMENT WITH
EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS, AND AIRWAY
MANAGEMENT, INCLUDING INTUBATION, SHOULD ALSO BE"’
ADMINISTERED AS INDICATED. '
USAGE IN PREGNANCY:

Safetv for use in pregnancy has not been established.




i .

fcontinued from other side)
ADVERSE REACTIONS
As with other penicillins, it may be expected that untoward reactions will be
assentially limited to sensitivity phenomena. They are more likely to occur in
individuals who have previously demonstrated hypersensitivity to penicillins
and in those with a history of allergy, asthma, hay fever, or urticaria. The
following adverse reactions have been reported as associated with the use of
Ampicillin:

Gastrointestinal—Glossitis, stomatitis, black ‘‘hairy” tongue, nausea,
vomiting, enterocolitis, pseudomembranous colitis and diarrhea. (These
reactions are usually associated with oral dosage forms.)

Hypersensitivity reactions—An erythematous maculopapular rash has
been reported fairly frequently. Urticaria and erythema multiforme have
been reported occasionally. A few cases of exfoliative dermatitis have been
reported. Anaphylaxis is the most serious reaction experienced and has
usually been associated with the parenteral dosage form.

Note: Urticaria, other skin rashes, and serum sickness-like reactions may be
controlled with antihistamines and, if necessary, systemic corticosteroids.
Whenever such reactions occur, Ampicillin should be discontinued unless, in
the opinion of the physician, the condition being treated is life-threatening
and amenable only to Ampicillin' therapy., -

Liver—A moderate rise in serum glutamic oxaloacetic transaminase
(SGOT) has been noted, particularly in infants, but the significance of this
finding is unknown,

Hemic and Lymphatic Systems—Anemia, thrombocytopenia, thrombo-
cytopenic purpura, eosinophilia, leukopenia, and agranulocytosis have been
reported during therapy with the penicillins. These reactions are usually
reversible on discontinuation of therapy and are believed to be sensitivity

reactions.
DOSAGE AND ADMINISTRATION

Infections of the ear, nose, throat, and lower respiratory tract due to
streptococei, pneumococci, and nonpenicillinase-producing staphylococci,
and also those infections of the upper and lower respiratory tract due to H.
influenzae:

ADULTS: 250 mg every 6 hours.

CHILDREN: 50 ma/kg/day in divided doses every 6 to 8 hours.
Infections of the genitourinary tract caused by sensitive Gram-negative and
Gram-positive bacteria:

ADULTS: 500 mg every 6 hours. Larger doses may be required
for severe infections.
CHILDREN: 100 mg/kg/day in divided doses every 6 hours.

Uncomplicated urethritis due ta N. gonorrhoeae:

ADULT MALES AND FEMALES: 3.5 grams single oral dose adminis-

tered simultaneously with 1 gram of probenecid.

Cases of gonorrhea with a suspected lesion of syphilis should have dark-field
examinations before receiving Ampicillin, and monthly serological tests for a
minimum of 4 months.
Infections of the gastrointestinal tract:

ADULTS: 500 mg every 6 hours.

CHILDREN: 100 mg/kg/day in divided doses every 6 hours.
Larger doses may be required for stubborn or severe infections. The chil-
dren’s dosage is intended for individuals whose weight will not cause a dosage
to be calculated gre!aqfer than that recommended for adults. Children weighing
more than 20 kg should be dosed according to the adult recommendations.

It should be recognized that in the treatment of chronic urinary tract and
intestinal infections, frequent bacteriological and clinical appraisals are
necessary. Smaller doses than those recommended above should not be used.
Even higher doses may be needed at times. In stubborn infections, therapy
may be required for several weeks, It may be necessary to continue clinical
and/or bacteriological follow-up for several months after cessation of therapy.

Treatment should be continued for a minimum of 48 to 72 hours beyond
the time that the patient becomes asymptomatic or evidence of bacterial
eradication has been obtained. It is recommended that there be at least 10
days’ treatment for any infection caused by hemolytic streptococci, to help
prevent the occurrence of acute rheumatic fever or glomerulonephritis.
DIRECTIONS FOR MIXING ORAL SUSPENSION
Prepare suspension at time of dispensing as follows: Tap bottle until all: pow-
der flows freely. Add approximately 1/3 of the total amount of water for
recunstitution (see table below) and shake vigorousty to wet powder. Add
the remainder of the water and again shake vigorously, Each teaspoonful
(5 ml) will contain 125 mg or 250 mg Ampicillin.
Amount of Water

Bottle Size Required for Reconstitution

80 ml 83 ml
100 mi 66 mi
150 ml 100 ml
200 ml 132 ml

SHAKE WELL BEFORE USING. Keep bottle tightly ‘closed, ‘Any unused
portion of the reconstituted suspension must be discarded after 7 days at
room temperature or 14 days under refrigeration.

' ' HOW SUPPLIED

TOTACILLIN (Ampiciilin) Capsules. Each capsule contains 250 mg or
500 mg Ampicillin as the trihydrate.

250 mg/Capsule
NDC 0029-6615-25...... bottles of 20
NDC 0029-6615-28...... bottles of 40
NDC 0029-6615-30....bottles of 100
NDC 0029-6615-32....bottles of 500
NDC 0029-6615-31...........4 unit gose
cartons of 100

500 mg/Capsule
NDC 0029-6620-25...... bottles of 20
NDC 0029-6620-28.......bottles of 40
NDC 0029-6620-29......bottles of 50
NDC 0029-6620-32....bottles of 500
NDC 0029-6620-31............ unit dose
cartons of 100

TOTACILLIN (Ampicillin) for Oral Suspension. Each 5 m! of reconstituted
suspension contains 125 mg or 250 mg Ampicillin as the trihydrate.

125 mg/5 ml ,
NDC 0029-6625-21...... 80 mi bdttle
NDC 0029-6625-23.....100 m! bottle

NDC 0029-6625-22.....150 mi bottle
NDC 0029-6625-24.... 200 ml bottle

250 mg/5 ml
NDC 0029-6630-21...... 80 ml bottle
NDC 0029-6630-23.....100 ml bottle
NDC 0029-6630-22.....150 ml bottle
NDC 0029-6630-24.... 200 ml bottle

Beecham

laboratories
D1V. OF BEECHAM INC. BRISTOL, TENN. 37620
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RESEARCH |

Approval Package for:

APPLICATION NUMBER:

60-666 supplement

Trade Names: Penbritin and Totacillin for Oral
Suspension 125mg/5SmL and
250mg/SmL

Generic Name: ampicillin trihydrate

Sponsor: Beecham Laboratories

Approval Date: June 19, 1979
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Beecham

laboratories
POSSUMTOWN ROAD, PISC

éfl}ﬁ?rbﬂ June 15,
L:".

Food and Drug Administration
Certifiable Drug Review Staff (HFD-5
Division of Generic Drug Monographs - §

1979

101

(440 107c)

Bureau of Drugs
20857 .
H60-666

5600 Fishers Lane
Rockville, Maryland

= Re:
Reference is made to Beecham Laboratories'!-Approved Form 6

Gentlemen:

Antibiotic Application #60-666 covering Ampicillin for Oral
Additional reference is made to our approved
1979 which provided for a final

Suspension. i
supplement of February 8,
printed Totacillin package insert reflecting a slight revision
in the "Directions for Mixing" section.

At this time, we hereby supplement our Application to
provide for a revised final printed package insert for the
Penbritin brand of Ampicillin for Oral Suspension distributed

This insert reflects a similar change

section.

by Ayerst Laboratories.
in the "Directions er Mixing"
This supplement is submitted in triplicate, with two
inserts in Copy 1 and one each in Copies 2 and 3.
Sincerely,
= A&
~Robert E. o 5
) I~
Associate Director NS -
. ) o =
Regulatory Affairs f? ~
> =3
g & =
o o=
Y-

/ds
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PENBRITIN"

(ampicillin)
for
ORAL SUSPENSION PEDIATRIC DROPS
125 mg/5 ml for .
and ORAL SUSPENSION
250 mg/5 ml 100 mg/ml -

CAUTION: Federal law prohibits dispensing without prescription.

DESCRIPTION
Chemical name: D( — )-alpha-aminobenzyl penicillin

PENBRITIN is an orally active, semisynthetic broad spectrum penicillin. 1t is inactivated by
penicillinase.

ACTIONS

Microbiologic: ) . . ’

Ampiciliin appears to act primarily by interfering with the synthesis or maintenance of the bacterial
cell wall. it strongly inhibits the early lag and logarithmic phases of bacterial multiptication. Inin
vitro studies, ampicillin is bactericidal.

PENBRITIN is effective against the usual penicillin-susceptible gram-positive organisms, and in
addition, many gram-negative pathogens. \t is active in vitro against many strains of the following
bacteria: .

GRAM-POSITIVE — Alpha and beta hemolytic streptococci, nonpenicillinase-producing staph-
ylococei, Diplococcus pneumaniae, Clostridia species, Bacillus anthracis, most strains of
enterococci.

GRAM-NEGATIVE — Haemophilus influenzae, Neisseria gonorrhoeae and meningitidis, Proteus
mirabilis, Escherichia coli, Salmonelia {including S. typhosa), Neisseria catarrhalis, Bacteroides
funduliformis, and Shigella.

All strains of Pseudomonas and most strains of Klebsiella-Aerabacter are resistant. Because
ampicillin is destroyed by penicillinase, PENBRITIN /s not effective against penicillinase-producing
bacteria.

Pharmacologic:

PENBRITIN is stable in acid and is therefore not destroyed by gastric juice. (Food, however, retards
absorption.) PENBRITIN is well absorbed and produces high and persistent blood fevels of unbound
ampicillin. Ampicillin is the least protein bound of all the penicillifs; averaging 20 percent as
contrasted with 60 to 90 percent for the others. Blood serum levels of approximately 2 meg/ml are
achieved within one to two hours following a 250 mg oral dose to fasting adults. Detectable amounts
persist in the blood for about six hours. There are high concentrations in the bile and urine. Ampicillin
diffuses readily into most body tissues and fluids. However, penetration into the cerebral spinal fluid
occurs only with meningeal inflammation. Ampiciliin is excreted in the uring, largely unchanged, and
this excretion can be delayed by concurrent administration of probenecid.

INDICATIONS
PENBRITIN is indicated in the treatment of infections due to susceptible strains of the following:
GRAM-NEGATIVE organisms: Shigeila, Salmonella (including S. typhosa), H. influenzae, E.coli, P.
mirabilis, N. gonorrhoeae, and N. meningitidis.
GRAM-POSITIVE organisms: Streptococci, nonpenicitlinase-producing staphylococei, and D.
pneumoniae.
Bacteriologic studies to determine the causative organisms and their sensitivity to ampicillin should
be performed. Because PENBRITIN is a broad spectrum antibiotic, therapy may be instituted prior to
the results of sensitivity testing.

CONTRAINDICATIONS
PENBRITIN is contraindicated in patients with a history of hypersensitivity to any penicillin.

WARNINGS

SERIOUS AND QCCASIONALLY FATAL HYPERSENSHTIVITY (ANAPHYLACTOID) REACTIONS HAVE BEEN
REPORTED IN PATIENTS ON PENICILLIN THERAPY. ALTHOUGH ANAPHYLAXIS IS MORE FREQUENT FOL-
LOWING PARENTERAL THERAPY, IT HAS OCCURRED IN PATIENTS ON ORAL PENICILLINS. THESE REAC-
TIONS ARE MORE APT TO OCCUR IN INDIVIDUALS WITH A HISTORY OF PENICILLIN HYPERSENSITIVITY
AND/OR HYPERSENSITIVITY REACTIONS TO MULTIPLE ALLERGENS. -
THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A HISTORY OF PENICILLINHYPERSENSITIVITY WHO
HAVE EXPERIENCED SEVERE REACTIONS WHEN TREATED WITH CEPHALOSPORINS. BEFORE THERAPY
WITH A PENICILLIN, CAREFUL INQUIRY SHOULD BE MADE CONCERNING PREVIOUS HYPERSENSITIVITY
REACTIONS TO PENICILLINS, CEPHALOSPORINS, AND OTHER ALLERGENS. .

IF AN ALLERGIC REACTION OCCURS, THE DRUG SHOULD BE DISCONTINUED AND THE APPROPRIATE
THERAPY INSTITUTED. SERIOUS ANAPHYLACTOID REACTIONS REQUIRE IMMEDIATE EMERGENCY
TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS, AND AIRWAY MANAGEMENT,
INCLUDING INTUBATION, SHOULD ALSO BE ADMINISTERED AS INDICATED.

USAGE IN PREGNANCY: Safety for use in pregnancy has not been established.

PRECAUTIONS

As with any antibiotic preparation, constant observation for signs of overgrowth of nonsusceptible

organisms, including fungi, is essential. Shouid superinfection occur (usually involving Aerabacter,

Pseudomonas, or Candida), the drug should be discontinued and/or appropriate therapy instituted.
Periodic assessment of renal, hepatic, and hematopoietic function should be made during pro-

longed therapy. This is particularly important in prematures, neonates and other infants.

ADVERSE REACTIONS

As with ather penicillins, it may be expected that untoward reactions will be essentially limited to
sensitivity phenomena. These are more likely to occur in individuals with a history of allergy, astfima,

hay fever, or urticaria.

The following adverse reactions have been reported as associated with the use of ampicillin:

Gastrointestinal—glossitis, stomatitis, black “hairy”* tongue, nausea, vomiting, enterocolitis,
pseudomembranous celitis, and diarrhea. {These reactions are usually associated with oral admin-
istration.)

*Mtr. lic'd. under ® 705,484 607, 611,625
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Hypersensitivity reactions — erythematous maculopapular rashes have been reported fairly fre-
quently; urticaria, erythema multiforme, and an occasional case of exfoliative dermatitis have been
reported. Anaphylaxis is usually associated with parenteral administration.

Note: Urticaria, other skin rashes, and serum sickness-like reactions may be controfied with anti-
histamines and, if necessary, systemic corticosteroids. Whenever such reactions occur, ampicillin
should be discontinued unless, in the opinion of the physician, the condition being treated is life-
threatening and amenable only to ampicillin therapy.

Hepatic — A moderate rise in serum glutamic oxatoacetic transaminase (SGOT) has been noted,
particularly in infants. The significance of this finding is unknown. -

Hemic and lymphatic — anemia, thrombocytopenia, thrombocytopenic purpura, eosinophilia,
leukopenia, and agranulocytosis have been reported. These are usually reversible on discontinuation
of the drug, and are believed to be hypersensitivity phenomena.

DOSAGE AND ADMINISTRATION

Infection Usual Dosage™ Usual Dosage*
Adults Childrent

Respiratory tract 250 mgq 6 hours ' 50 mg/kg/dayin
equal dosesq 6-8
hours

Gastrointestinal 500 mg q 6 hours 100 mg/kg/dayin

tract equal doses q 6-8

Genitourinary tract hours

Urethritis in Males or 3.5 g single oral dose administered simul-

Females due to taneously with 1.0 g of probenecid

N. gonorrhoeae

{n the treatment of complications of gonor-
rheal urethritis, such as prostatitis and
epididymitis, prolonged and intensive
therapy is recommended.

Cases of gonorrhea with a suspected pri-
mary lesion of syphilis should have dark-
field examinations before receiving treat-
ment. In all other cases where concomitant
syphilis is suspected, monthly serologic
tests should be made for a minimum of
four months.

*Larger than usual dosages may be required for stubborn or severe infections. Smaller doses than those recom-
mended above should not be used. - -

+The children’s dosage is intended for individuals whose weight will not cause a dosage to be calculated greater
than that recommended for aduits. Children weighing more than 20 kg (44 1b} should be given the adult recom-
mended dosage.

PEDIATRIC DROPS:
A suggested dosage regimen is:
Under 12 tb— 0.6 ml q 6 hours -
12-251b—1.0 ml q 6 hours
25-44 1b — 2.0 ml q 6 hours

DURATION OF TREATMENT: Medications should be continued for at least 48 to 72 hours after all
symptoms have subsided or cultures have become negative. For any infection caused by hemolytic
streptococci, at feast 10 days of treatment is recommended to help prevent the eccurrence of acute
rheumatic fever or glomerulonephritis.

DIRECTIONS FOR MIXING ORAL SUSPENSIONS

Prepare suspensions at time of dispensing as follows: Tap bottle gently to loosen powder for ease of
preparation. Add the required amount of water (see table befow) in two portions—shake well after
each addition of water, Each teaspoonful (5 ml) of reconstituted Oral Suspension will contain 125 mg

or 250 mg ampicillin, depending upon the initiat concentration. Each ml of reconstituted Pediatric
Drops will contain 100 mg ampicillin.

Amount of Water Required
Bottle Size for Reconstitution
100 mi Oral Suspension 66 mi
200 mi Oral Suspension 132 mi
20 m| Pediatric Drops 11.5mi
SHAKE WELL BEFORE USING. :
STABILITY

ORAL SUSPENSION: No refrigeration required before mixing. After mixing, suspension may be kept at
room temperature [21.1° C (70° F)] for 7 days or in a refrigerator [4.4° C (40° F})] for 14 days without
significant loss of potency. KEEP TIGHTLY CLOSED.

PEDIATRIC DROPS: No refrigeration required before mixing. After mixing, Suspension may bekeptina
refrigerator for 14 days without significant loss of potency. KEEP TIGHTLY CLOSED.

HOW SUPPLIED

PENBRITIN (ampicillivn) for Oral Suspension — when reconstituted:

Each 5 inf (one teaspoonful) contains 125 mg ampicitlin as the trihydrate. Bottles for 100 m! (NDC
0046-0607-86) and 200 m! (NDC 0046-0607-82). :

Each 5 m! (orie teaspoonful) contains 250 mg ampicillin as the trihydrate. Bottles for 100 mi (NDC
0046-0611-86) and 200 mi (NDC 0046-0611-82). -

PENBRITIN (ampicillin) PEDIATRIC DROPS for Orai Suspension — when reconstituted:
Each mi contains 100 mg ampicillin as the trihydrate. Bottles for 20 mi (NDC 0046-0625-20).

Distributed by
AYERST LABORATORIES INCORPORATED
New York, N.Y. 10017

Revised May 1979. 6947/F Printed in U.S.A.





