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Astru—-com.

D!Jsﬂll- like m‘.hr miixed agonist-antagonist opio

sics, has low abuse ‘potential in pamntpoﬁhunm H
m,m;mmhmmnmktdmy ve

been ma:i;‘fzd wﬂh'm m th-care
providers and others ready access drugs. Dalgan
should be handled accordingly.

Manufactured by:

Wyeth Laboratories Inc.

Philadelphia, PA 19101

Manufactured for:

(8/94)

50% DEXTROSE B
[dex "trose ]

Injection, USP

Concentrated Dextrose

For intravenous

Administration

NOTE: This solution Is hypertonic—see WARNINGS and
PRECAUTIONS .

(For' details of indications, dosage and administration, pre-
circular in package.)

cautions, and adverse reactions, see

HOW SUPPLIED

mnmhmli&?h as follows:

50 mL Prefilled with 19 needle, NDC 0186+

The solutmn should be stored at controlled room tempera-
ture 15-30°C (69'-86'F).
021857R08 Rev. 10/84 (6)

DOBUTAMINE HYDROCHLORIDE

INJECTION B
nmm'rrou
smnydmphe immfi mmoleﬂwll-. Wﬂir:

loride, () Itis a mtheﬁc catecholami

0 g, T . T

Molecular Formula: CygHzyNO;-HCL
Molecular Weight: 337.85
Thedinhnlfnmulatimilmwlldmnmﬁhhmﬂwh-
travenous use only. Each mL contains dobutamine
chloride aqmvalenl to 12 (32(:1 B pmlldohnhmlno. 0.24

mg sodium metabisul during manufacture), and

water for injection, q.s. Hydnuhlmc acid and/or sodlum

mmmmumwdmmﬂmm&
hdmvinl.llmdunmedpmﬁm

HOW SUPPLIED

bmc&l&&lﬂﬂlﬂl.mﬂnnﬁeﬂmndmhhﬂmmm
dobutamine (as the hydrochloride), box of

scription.

Co1548R03 Tss. 8/94
DOPAMINE HCI Injection, USP B
[d6-pa-mean |

HOW SUPPLIED
Do H(}Im:ngllwppimdhmmbwinﬂ’om
ditive Sy'ring 5 mL (40 ms!mL} NDC 0186-0638-01
Dopamine HCI 400 mg is supplied llowing forma:
Additive Syringe 5 mL (80 mgme] NDC 0186-0641-01

_ ARM

NOTE: - Do not use the Injection if it is darker than slightly
yellow or discolored in any way.
021861R07 3/92(D

DOXORUBICIN HYDROCHLORIDE B
INJECTION, USP

DOXORUBICIN HYDROCHLORIDE Fﬂll
INJECTION, USP

[dox-G-riibe "ik-sin )

FOR INTRAVENOUS USE ONLY

WARNINGS
1. Severe local tissue necrosis will occur if there is extra-

mﬂﬂ irradiation or on concurrent cycmwphnr-
3 mne lhﬁl{d be reduced in patients with impaired

DESCRIPTION

Doxoruabicin is & cytotoxic anthracycline antibiotic isolated
from cultures of var, caesius. Dox-
orubicin consists of a nay equinone nucleus linked
through a glycosidic bond at ring atom 7 to an amino sugar,
daunosamine. The structural formula is a follows:

OcHy 0 OH *Hat
CnHagNOyy* HCI
; MW, = 570.98
Doxorubicin binds to nueclele acids, presumably
intercalation of the nnth-acyc]immclmrlq;in
DNA double helix. anthracycline ring is 1i

tiunmthuugnrmimmup.lthmdnhwl!

well as plasma protein:

DoxomlicinHydmh]wldelmeuﬁcn.UﬂPllamle,ho-
ic, preservative-free solution for intravenous administra-

ﬁm.Itunvaﬁablahlllmg(ﬁ mL},Mmg(lOmL).mmgﬂ&

mL)single dose and 2 mg/mL (100 mL}

Each mL contains 2 mg doxorubicin hydrochloride and

following inactive ingredients: sodium chloride 9 mg :nd

water for injection q.s. Hydrocholoric acid is used to adjust

to a target pH of .
gmru‘hnn Pnhhu{dehrlnmﬁm.w.klu as

8 sterile, Hudpowdermvmhwnhml 20
mg.urﬁﬂuuu{domhicmh whld:.when
tituted according

hloride.
mg, respec-

trnhun.aontahﬁuzmg!mL of doxorubicin
Each vial also contains 50 mg, 100 mg, or
tively, of lactose monohydrate.

five days. Bi
mummh&«mmuwmmsmm

to directions with a suitable diluent, .
pmduma sterile, isotonic solution, for intravenous adminis- *

thehﬂeorﬁoculnnmdm Impdmmtdltm
results in slower excretion, and consequently, i mcm '
retention ond accumulation in plasma and tisgyg -
Doxorubicin does not cross the blood brain barrier.

INDICATIONS AND USAGE
Injectable doxorubicin hydrochloride has been used suocey,
to ion in dissersinated tie congy.

phumuol’boﬂzH and non-

genie carcinoma in which the small cell Wi-."i‘““‘
mostmpnnslumpuadmmrne types Mﬁ
carcinoma.

Doxorubicin therapy should not be started in uem,;,,
have marked myelosuppression induced by E—mom traat.
ment with other antitumor agents or by radiotherapy. Cop.
clusive data are not available on pre-existing heart u

mdwdcd in pﬂmb who received previous treatment with
mphhmullﬁwdmeufdombidnud!mdam
cin.

WARNINGS
Spwial attention must be given to the cardiac I.omxtnxu,.
doxorubicin, Although uncommon, acute left ventric
in patients who have
ing the currently

therapy.
Mmﬁihuehcﬂmnctl‘amﬂymhym
known medical or therapy for cardiac support.
Early clinical of drug induced heart failure ap-

to be essential for successful trestment with digitale,

low galt diet and bed rest. Severe cardiac
may occur piioulbwi antecedent ECG changes
baseline ECGs performed prior to each dose or
mmmmw!m’mﬂahwdmhum#m
suggested. Transient ECG consisting of T-wave [lat-
tening, ST depression and ar

mias lasting up to two
weeks after a dose or course of doxorubicin are presently not
considered ion of doxorubicin ther-

benefit of continued therapy must be carefully evaluated

against the risk of Mudmwamdblauﬂhcm-
Acute life-threaten anhythmmshavnbenun to
occur during or within a few hours after doxorubicin

chloride admin

istration.
There is a high incidence of bone marrow depression, prime®
careful hema!

ily muulhﬂll-
With the recommended dosage schedule,
auymmt,mmgmnmmumcmmw
mt\ﬁthmqmuaﬂymrﬁn}bythﬁmdwm
blcod call counts as low as 1000/mm? are to be expected dur:
ing treatment with appropriate doses of doxorublcin.
blood cell aid platelet levels should also be monitored sinc®
thaymayl.lnbedopnmd. mlﬁ;oxld&yw"'
quire dose reduction urmmm

i or-he
mmm:mmmhndtydm“w
Exacerbation induced he=

mm'wumum’ sat of the ieity of

men!

6-mercaptopurine have been reported. Rad induced

Mh&amymﬁmm.-kmmdliwrh“
xmuum be increased by the administration o
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Toxicity to reco ded doses of d ubicin rations and diuretics. The use of peripheral vasodilators has | NDC 0186-1532-61

is enhanced by he M.w“wt:mwmm been recommended. 50 mg vial, 2 mg/mL, 25 mL, Box of L.
jvidual dosing, eval function is recom-

ﬂ“"‘dm SGPT, alkaline and bilirubin, (See | Carein theadministration of doxorubicin from light. Retain in carton until time of use.

88 CAGE AND ADMINISTRATION) reduce the chance of perivenous inflltration. It may alsode- | Multidose vial, contains no preservatives.

DOSAG colitis manifested by typhlitis (cecal infl crease the chance of local reactions such as urticaria

Necrotizing i and scmetimes fiatal erythematons streaking. On intravenous administration of | NDC 0186-155281

tion), bloody stools and severe doxorubicin, extravasation may occur with or without an | 200 mg vial, 2 mg/ml, 100 mL, - Boxofl

terminated and restarted in another vein. r
Dosorubicin and reliited compounds have also been shown to
have mutagenic and carcinogenic properties when tested in
experimental models.
Usege in pregnancy—Safe use of doxorubicin has not been

lished. Doxorubicin is embryotoxic and teratogenic in
rats and embryotoxic and abortifacient in rabbits. Therefore,
the benefits to the pregnant patient should be

ighed against the potential toxicity to fetus and eml

possible adverse effects on fertility in males and females
in humans or experimental have not been ade-

PRECAUTIONS

2523

D
A

[ Gastrointestinal—Acute nausea and vomiting

cases.

- Wmhﬂmdmmdmmpﬁw

+- lly in children, and onycholysis have been in a few

" cases, Recall of skin reaction due to prior radiotherapy has
occurred with doxorubicin administration.

g fatal, This reaction has been reported in patients with acute
Nﬂ-hmplmytic leukemia treated with a 3-day course of

£ rhea ha .bunom'imn.lly ported.
: Mhr"‘—mm has

GE
overdosage of doxorubicin enhances the toxic effects of
itis, leukopenia and thrombopenia. Treatment of
-consists of treatment of the severely
" patient with hotpiulh::m. antibiotics,

Eran transfusions i
. M!ofmumdm.mmmiﬂﬂh

asamul-
vial and caution should be

to prevent

ve heart failure. Treatment consists of vigorous
ement of congestive heart failure with digitalis prepa-

OCKET

LARM

_Joints or in extremities with

combined with cylarabine. Anorexia and diar- |

accompanying stinging or burning sensation and even if
blood returns well on aspiration of the infusion needle. If any
signs or symptoms of extravasation have occurred, the injec-
tion or infusion should be immediately terminated and re-
started in another vein. If it is known or suspected that sub-
cutaneous extravasation has occurred, local infiltration with
an injectable corticosteroid and flooding the site with nor-
mal saline has been reported to lessen the local reaction.
Because of the nature of extravasation reactions,

plastic surgery consultation obtained. If
gins, early wide excision of the involved area should be
considered!, . .

The most commonly used dosage schedule is 60 to 76 mg/m?
as a gingle intravenous injection administered at 21 day in-
tervals. The lower dose should be given to patients with inad-
equatemmwmduewddmorﬂwthum , OF
neoplastic marrow infiltration. An alternaf dumnﬂad
ule is weekly doses of 20 mg/m® which has been reported to

e bili
bin 1.2 to 3.0 mg/dl—give % normal dose, >8 mg/dL
:-siu’l‘mmn.ldm

titution i Doxorubicin Hydrochloride fo
Injadz'm,lﬂ&m and 50 vilhsbmldheumﬂ:

vials,
B e Tt v N i
te matter r to .
istration, whenever solution and container t.
It is recommended that doxorubicin be slow!

|

romised venous or lym-
phatic drainage, The rate of administration is dependent on
the size of the vein and the dosage. However, the should
be administered in not less than 3 to b minutes. Local ery-

thematous streaking along the vein as well as facial flushing
may be indicative of too rapid an administration, A burning
or sti  may be indicative ul‘plwr;wnm infil-

apy is superior to single agents, The benefits and risks of

such therapy continue to be elucidated.

Skin reactions associated with dox-
nfﬂxepawﬂarmdm!nﬁt:m bemd'::

preparation must

and the use of gloves is recommended. If doxorubicin powder

or solution contacts the skin or mucosae, immediately wash

Jject » general agreement
that all of the procedures recommanded in the guidelines are
necessary or appropriate.

HOW SUPPLIED ’
Doxorubicin Hydrochloride USP, is supplied as a
sterile, red-orange suluﬁon.lmdm vial, contains no
preservatives. Discard unused portion. .
NDC 0186-1532-31

10 mg vial, 2 mg/mL, b5 mL, Bax of 1.
NDC 0186-1532-41

20 mg vial, 2 mg/mL, 10 mL, Box of 1.

Stare under refrigeration 2'C to &C (35 to 46'F). Protect
from light. Retain in carton until contents are used.
Doxerubicin Byd:w:hluﬁ for Injection, USP, is supplied in
single dose vials as a sterile red-orange lyophilized powder.
The vials are packed in individual cartons.

10 mg NDC 0186-1533-28 Boxof 6
Product No. 1530-13

20 mg NDC 0186-1535-28 Box of §
Product No. 1575-12 )

50 mg NDC 0186-1534-28 Box of 1
Product No. 1531-01

Store unreconstituted vials at controlled room temperature
16°C to 80°C (59°F to 86'F), After reconstitution the solution is
stable for 7 days at room temperature and 15 days under
refrigeration 2'C to 8'C (36°F to 46'F).

Protect from light, Retain in carton until contents are used.
Discard usnused portion. .

Caution: Federal law prohibits dispensing without pre-
scription.

REFERENCES

1. RudolphR,etal: Skin Ulcers Due to Adriamyein: Cancer
1976:38:1087-1094.- ) .

2. Recommendations for the Safe Handling of Parenteral
Antineoplastic Drugs. NTH Publication No. 83-2621. For
sale by the Superintendent of Documents, U.S. Govern-

agents: A Report from the Mount Sinai Medical Center.
Ce-A Cancer Journal for Clinicians Sept./Oct., 1983:

258-268. .

7. American Society of Hospital Pharmacists Technical As-
gistance Bulletin on Handling Cytotoxic and Hazardous
Drugs, Am J Hosp Pharm 1990: 47:1033-1049,

MANUFACTURED FOR:

Astra USA, Inc.

Westborough, MA, 01581

DATE:

October 1994

MANUFACTURED BY:

PHARMACHEMIE B.V.

Hoarlem

The Netherlands

. 020794R01

93.144.101C

DROPERIDOL INJECTION, USP j
FOR INTRAVENOUS OR INTRAMUSCULAR USE ONLY.

(For detalls of indications, dossge and administration, pre-
cautions, and adverse reactions, see circular in package.)

HOW SUPPLIED

Droperidol injection is available as:

Ampules, 2.6 mg/mL

2 mL, (56 mg/2 mL), box of 10 NDC 0186-1220-03

5 mL, (12.5 mg/5 mL), box of 10 NDC 0185-1221-03
Single Dose Vials, 2.5 mg/mL ¥

2 mL, (5 mg/2 mL), " box of 10 NDC 0186-1226-13
5 mL, (12.5 mg/5 mL), box of 10 NDC 0186-1227-13
Multiple Dose Vials, 2.6 mg/mL '
10 mL, box of 1 NDC 0186-1224-12

PROTECT FROM LIGHT. STORE AT CONTROLLED
ROOM TEMPERATURE 1530°C (5986 F).
021879R08 REV. 2/95

Continued on next page .
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Bristol-Myers Squibb Oncology—Cont.

tients receiving a relatively high cumulative dose of PLATI-
NOL =nd with a relatively advanced symptomatic stage of

peripheral neuropathy.

Oculsr Toxicity—Optic neuritis, papilledema, and cerebral

blindness have been reported infrequently in patients receiv-

ing standard recommended doses of PLATINOL. Improve-

ment and/or total usually occurs after discontinu-
mannito

Blurred vision and altered color perception
pmieduﬂuthnuudmgimmvﬁlhhlghsrdmud?bh’[‘l«
NOL or greater dose frequencies than those recommended in
the package insert. The altered color perception manifests as
a loss of color discrimination, particularly in the blue-yellow
axis, The only finding on funduscopic exam is irregular
retinal pigmentation of the macular area.
Anaphylacticfike Reactions—Anaphylactic-like reactions
have been occasionally reported in patients previously ex-
posed to PLATINOL. The reactions consist of facial edema,
wheezing, tachycardla, and hypotension within a few min-
utes of drug edministration. Reactions may be controlled by
intravenous epinephrine with and/or an-
tihistamines es indicated. Patisnts PLATINOL
should be observed carefully for possible anaphylactic-like
reactions and supportive equipment and medication should
be available to treat such a complication,

qumidw—'fnndmtelcudmsd’hmmup
cially SGOT, as well as bilirubin, have been reported to be
associated with PLATINOL administration at the recom-

to ‘occur infre-
elevated serum
reported.
has rarely been reported following
extravasation of PLATINOL, Beverity of the local tissue
appears to be related to the concentration of the
solution. Infusion of solutions with a PLATI-
NOL concentration greater than 0.5 mg/mL may result in
tissue cellulitis, fibrosis, and necrosis.
OVERDOSAGE
Caution should be exercised to prevent inadvertent overdos-
mmnumoumummmmmu
mﬂth%&ﬂmm&dmmm
:ty(incluiinz hment of the retina), significant myelo-
on, intractable nausea and vomiting and/or neuri-

En addition, duthmmrkl[cmmﬂmge
Nopwm“ﬂdnhl been established for PLATINOL
even when initiated four hours
amrmewudasqa

to have little effect on mmmr
ing platinum from the body | becauas of PLATINOL' ra
and degree of protein binding. Mansgement of
age should include general supportive measures to sustain
ﬂaepcﬂmtihmhmpoﬂoddbmqthltwmr.
DOSAGE AND ADMINISTRATION
Note: Neadles or | sets g_aluminum
parts that may come in contact with PLATINOL® (cisplatin
injection, USP] should not be used for preparation or admin-
istration. Aluminum reacts with PLATINOL, causing precipi-
tate formation and a loss of potency.
Metastatic Testicular 'l'wnms—'ﬂ'la usual PLATINOL dose
for the treatment of testicular cancer in combination with
other 8 sgents is 20 mg/m? IV
daily for a 5§ day cycle.
Metastatic Ovarian Tumors—The usual PLATINOL dose for
the treatment of metastatic ovarian tumors in combination
with wli' 75-100 mg/m® IV per cycle once every
4 weeks
The dose of when used in combination with PLATI-
NOLil&OOmgfm’leue 4 weeks, Day 11>

n of Cytoxan, refer to the

For directions for the
PLATINOL and Cyt

A repeat course of PLATINOL should not be given until the
serum creatinine is below 1.5 mg/100 mL, and/or the BUN is
below 25 mg/100 mL. A repeat course should not be given
until cireulating blood elements are at an acceptable level
(platelets > 100,000/mm?, WBC > 4,000/mm?), Subsaquent
doses of PLATINOL should not be given until an audiometric
analysis indicates that auditory acuity is within normal
limits,

As with other potentially toxic compounds, caution should be
exercised in handling the aqueous solution. Skin resctions
sssociated with accidental exposure to cisplatin mey oceur.
The use of gloves is recommended. If cisplatin solution con-

tacts the skin or mucosae, immediately wash the skin or mu-

cosae thoroughly with soap and water.
The aqueous solution should be used intravenously only and
should be sdministered by IV infusion over a 6 to 8-hour

period.

NOTE TO PHARMACIST: Exercise caution to prevent
inadvertent PLATINOL-AQ wu\lmp. Please call pre-
seriber if dose greater than 100 mg/m? per cycle. Aluminum
and flip-off seal of vial have been imprinted with the follow-
ing statement: CALL DR. IF DOSE> 100 MG/M?/CYCLE.

STABILITY

-PLATINOL-AQ is a sterile, multidose vial without preserva-

tives, Store at 15°C-25'C. Do not refrigerate. Protect uno-
pened container from light.

The cisplatin remaining in the amber vial following initial
entry is stable for 28 days protected from light or for seven
days under fluorescent room light.

Procedures for proper handling and disposal of anticancer
drugs should be considered. Several guidelines on this sub-
ject have been published.-1° There is no general agreement.
that all of the procedures recommended in the guidelines are
necessary or appropriate.

HOW SUPPLIED

PLATINOL-AQ (cisplatin injection),
NDC 0015-3220-22—Each mnlhdouvnlwmmmmgd
cisplatin.

NDC 0015-3221-22—Each multidose vial mhins 100 mg
of clsplatin,
REFERENCES
1 Wiernik PH:
ate Dose Cisplatin With or Without Pyridoxine for
_Treatment of Advanced Ovarian Carcinoma: A Study of
;]l;:.l-sm Oncology Group. Cancer Invest: 1992;
2. Alberts DS, et al: Improved Therapeutic Index of Carbo-
*  platin Plus Cyelophosphamide versus Cisplatin Plus
Cyclophosphamid

rﬂnalllpmthrﬂu&uthwutw-
cology Group of a Phase Il Randomized Trial in Stages
Il and IV Ovarian Cancer. J Clin Oncol 1992;
10:706-717.

3. Swenerton K, et al: Chphﬂrnﬂychﬂhwphmide vauul
Carboplatin-Cyclophosphamide in Advanced Ow,

Cancer: A Randomized Phase III Study of the Nnﬂm:i.l
Cancer Institute of Canada Clinical Trials Group. J Clin
Oncol 1982; 10:718-726.

4. Recommendations for the Safe Handling of Parentaral
Antineoplastic Drugs. NIH Publication No, 83-2621. For
sale by the Supuh:m of Documents, US Govern-
ment Printing Office, Washington, DC 20402

5. AMA Council Report. Guidelines for Handling Paren-

teral Antineoplastics. JAMA. 1885; 258(11): 15690-1592. .

6. National Study Commission on Cytotoxic Exposure—
Recommendsations for Cytotoxic Agents.
Available from Louis P. Jeffrey, ScD, Chairmen, Na-
tional Study Gnmmlsshn on Cytotoxic Exposure, Massa-
chuaﬂs Gollm Pharmacy and Allied Health

Cytoxan package
.In combination
administered sequen ly
Asuh:ghsgsnt.?LATﬂﬁlOLshwldbeadnﬁuiuhmdau
dose of 100 mg/m? IV per once every 4 weeks.
Advanced Bladder Concer—FLATINOL should be adminis-
tered as a single agent at a dose of 50 to 70 mg/m? IV per
qﬂemmryawiMMmﬂumtdm
exposure to radiation therapy udfurpnorehmnﬁun
For heavily pretreated patients an initial dose of 50 mg/m’

per cycle repeated every 4 weeks is recommended.
Prehutumthydnhnnm!hlhoihﬁend’ﬁuidmﬁmdﬁr
8 to 12 hours prior to a PLATINOL dose is recommended.
Thodmhlhandﬂuwdlnﬂhtenoﬂﬁmm‘&
% normal saline containing 37.5 g of mannitol, and infused
ma&!o&hnurplriod.lfdﬂuudw&uhmhnothbeuud
within 6 mpmmmmmmmdnm
S!”at\':'ln‘ljmbmmﬁﬁ" £ -

urinary output must be maintainad during the fol-

lowing 24 hours. e

79 Longwood Avenue, Boston, Massachusetts
02115,

7. Clinical Oncological Society of Australia. Guidelines and
Recommendations for Safe Handling of Antineoplastic
Agents. Med J Australia. 1983;1:426-428.

B. Jones BB, et al: Safe Handling of Chemotherapeutic
Agents: A Report from the Mount Sinal Medical Center,
205%?& Cancer Journal for Clinicians. 1983; (Sept/Oct)

263.

9, American Scciety of Hospital Pharmacists Technical
Assistance Bulletin en Cytotoxic and Hazard-

ous Drugs. Am J Hosp Phorm. 1990;47:1033-1048.

10 OSHchermﬁqudaﬂnnfwParmMMhu

with Cytotoxic (Antineoplastic) Drugs. Am J Hosp

mcmma;auss-m

Shown in Product Identification Guide, page 307
(3220 DIM-14)

December 1994

RUBEX®
[ri *-beks)
Idwuhieh hydrochloride for injection, U!P‘l

amine and Low or Moder-

WARNINGS

1. Severe local tissue necrasis will occur if there s extry. | .
vasation. administration (see "DOSAGE AND
ADMINISTRATION" section). Doxorubicin must noy
be given by the intramuscular or sabcutaneous

zkmumﬁhhmmdmmﬁdtywithw

\hmw
3. Dosage should be reduced in patients with impaired
hepatic fanction.
4, Severe myelosuppression may occur.
5. Doxorubicin should be administered only under the
mpemoflphysi&nwhckmoadln
use of cancer chemotherapeutic agents.

DESCRIPTION

Doxorubicin is & cytotoxic anthracycline antibiotic isclated
from cultures of [peucetius ver, caesius. Dog.
orubicin consists of a naphthacenequinone nucleus linked
through a glycosidic bond at ring atom 7 to an amino sugar, *
daunosamine. The structural formula is 2s follows:

NH, H

CoyHggNOy, -HCL Formula Weight—579.99

Doxorubicin binds to nucleic acids, presumably by specific

DNA double helix. “"ﬁ.e“;'a"m“"m‘”f‘m i
e anf

the saturated end of the

Hi
il
i

hydro; photeric, i
aadwfumﬁmhﬁumgphmdje groups and a basic fune-
tion in the sugar amino group. It binds to cell membranes as
wenu RU'EBJ( hydrochlo-
fw injection, USPJ is for intravenous use only. It is
available in 10 mg, 50 mg and 100 mg single dose vialsss s
sterile powder with added lactose (anhydroush
50 mg, 250 mg and 500 mg respectively.

studies
tion of normal or radiolabeled is
rapid plasma clearance and nlg:’munt tiam binding.
excretion, n determined by fluorimetric methods, 8¢
m&&r yi mﬁﬁofﬂnadmhm th‘i'“'

INDICATIONS AND USAGE

Doxorubicin hydrochloride for mjochun has been ¢
cessfully to ;’m regression in disseminated neoplast®

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

PRODUCT INFORMATION/713

nmgber of other solid tumors haveé also shown some re- TRATION" section). If any signs or symptoms of extravasa- | plastic surgery consultation obtained. If ulceration begins,
A leernm but in numbers too limited to justify specific | tion have occurred the injection or infusion should be imme- | early wide excision of the involved area should be consid-
3 Nmmd.mon. Studies to date have shown malignant § diately terminated and restarted in another vein. ered.!
ra, kidney carcinoma, large bowel carcinoma, brain | Doxorubicin and related compounds have also been shown to | The most commonly used dosage schedule is 60 to 75 mg/m?
= and metastases to the central nervous system not to | have mutagenic and carcinogenic properties when tested in | as a single intravenous injection administered at 21-day
e ggnificantly responsive to doxorubicin therapy. experimental models. intervals. The lower dose should be given to patients with
2 ICATIONS Usage in Pregnancy—Safe use of doxorubicin in p inadequate marrow reserves due'to old sge, or prior therapy,
3 in therapy should not be started in patients who | nency has not been established. Doxorubicin is embryolmdc or neoplastic marrow infiltration. An alternative dosage
£, Dord wm myelosup, induced by previous treat: and teratogenic in rats and embryotoxic and abortifacientin | Schedule is weekly doses of 20 mg/m? which has been re-
E bave T ith other wh,m"‘“““’m"m o by radiotherapy. Con. | Ta0Dts, Therefore, the benefits to the pregnant patient | ported to produce a lower incidence of congestive heart fail-
F ment! data are not available on pre-existing heart disease s should be cu.ta!\ﬁly weighed againat the patential toxicity to | ure. Thirty (30) mg/m? on each of 3 successive days repeated
- dusive of i } risk of doxorubiciminduced cardi fetus and embryo. The possible adverse on fertility in | every 4 weeks has also been used. Doxorubicin dosage must
males and females in humans crrexpmmentn] animalshave | be reduced if the hilirubin iz elevated as follows: Serum Bili-

£ faricity- Preliminary data suggest that in such cases cardiac
. lxicty may occur at doses lower than the recommended 2ot et scequaely vl rubin 12 to 30 mg/dL—give % normal dose, >3 mg/
[ umulative limit. It is therefore not recommended to start | PRECAUTIONS dL—give % normal dose.

3 in such cases. Dozorubicin treatment is | Initial treatment with doxorubicin requires close chserva. | Preparation of Solution—Doxorubicin hydrochloride for
 antraindicated in patients who received previous treat- | tion of the patient and extensive laboratory monitoring. It ia injection, USP, 10 mg, 50 mg and 100 mg vials should be
ent with complete cumulative doses of doxorubicin and/or | recommended, therefore, that patients be hospitalized at reconstituted with 5 mL, 25 mL and 50 mL respectively of

3 " daunorubicin. least during the first phase of the treatment, Sodium Chloride Injection, USP (0.9%) to give a final con-
] GS Like other cytotoxic drugs, doxorubicin may induce hyperu- | centration of 2 mg/mL of doxorubicin hydrochloride. An
¢ FARNIN ricemia secondary to rapid lysis of neoplastic cells. Theclini- | apropriate volume of air should be withdrawn from the vial

3 Speﬂﬂm"“ must be given to the cardiac toxicity exhib- | a1 ghoyld monitor the patient's blood uric acid level and be | during reconstitution to avoid excessive pressure build-up.
. mmﬁ“‘ mw ““a‘?l;“;‘l" ““teé:&h“:nhm prepared to use such supportive and pharmacologic mea- | Bacteriostatic diluents are not recommended.
ular piche’ (!wasemaf' rticul mﬁﬁﬂh‘ it sures as might be necessary to control this problem. After adding the diluent, the vial should be shaken and the
; quoeived of 550 hng This limit w":: by | Dexorubicin imparts a red coloration to the urine for 1102 | contents allowed to dissolve. The reconstituted solution is
8 wmmmded(m m’hmitmz) £e pntasrhfwhn mdrs:mthwer: e days after administration and patients should be advised to | gtable for 24 hours at room température and 48 hours under
e msistinal sre o concomitant therapy with other po- | ST L8 ShE e e, teEigiation - 00 S0 0 suondl o el s
2 i ide. exposure ight and any un solution 8
i @:{adu;e of doxorubicin administered to the individual pa- | ADVERSE REACTIONS discarded. _
. gent should also take into account previous or concomitant | Dose limiting toxicities of therapy are myelosuppressionand | It is recommended that doxorubicin be slowly administered
. therapy with El;lam gﬂpmds such as ;Ih;ymam Con- | cardiotoxicity (see “WARNINGS" section). Other reactions | into the tubing of a freely running intravenous infusion of
ve heart failure ‘or cardiomyopathy may be encoun- | reported are: Sodium Chloride Injection, USP or 5% Dextrose Injection,
i E:eﬁti several weeks after discontinuation of doxorubicin mnﬁul—&mﬂ;‘) mﬁlm&?ecis m in most | USP, The tubing ::jwm be attached to QBM@jneedle
cases. Hyperpigmentation of n an creases, | ingerted preferably into a lar, ; ible, avoid vei
' G filure i often not favorably affected by presently | primarily n children, and anycholysis have bocn TEpOrted n | wues pais on i oot i Eo e b o
B known medical or physical therapy for cardiac support. | a few cases. Recall of skin reaction due to prior radiotherapy Iymphatic drainage. The rate of sdministration is dependent
dimmldugnmofdmsmﬂnoe&heartfaﬂmap- has occurred with doxorubicin administration. et the size of the vein and Uie dosage. However, the dose

tobeemtml for successful treatment with digitalis, mmﬁgaﬁmu mm&@b?ﬁzﬂtgcﬁr:ng: Shyalahe sdintbared ok leas that 3 £ 8 saiiiad. Tooal

. Siaretics, low salt diet and bed rest. Severs cardiso toxiit A : :
k' may oceur precipitously without antecedent EKG changes, metic therapy. Mucositis (stomatitis and esophagitis) may | ©rythematous streaking along the vein as well as facial

' baseline EKG and EKGs performed prior to each dose or | occur 5 to 10 days after administration. The effect may be | flushing may be indicative of too rapid an administration. A
b course after 300 mg/m? cumulative dose has been given is | severs leading to ulceration and represents a site of origin | burning or stinging sensation may be indicative of perive-
. suggested. Transient EKG changes consisting of T-wave flat- | for severe infections. The dosage regimen consisting of ad- | Rous infiltration and the infusion should be immediately
¥ tening, ST depression and arrhythmias lasting for up to 2 | ministration of doxorubicin on 3 successive days results in | terminated and restarted in another vein. Perivenous
P weeks after a dose or course of doxorubicin are presently not | the greater incidence and severity of mucositis. Ulceration | infiltration may occur painlessly.
mmudend indications for suspension of doxorubicin ther- | and necrosis of the colon, especially the cecum, may occur | Doxorubicin should not be mixed with heparin or fluoroura-

apy. Doxorubicin cardiomyopathy has been reported to be | leading to bleeding or severe infections which can be fatal. | cil since it has been reported that these drugs are incompati-
- sasociated with a persistant reduction in the voll:age of the | This reaction hag been reported in patients with acute non- | ble to the extent that a precipitate may form. Until specific
. QRS wave, a pmiumgshm of the systalic time interval and a | lymphocytic leukemia treated with a 3-day course of dox- | compatibility data are available, it is not recommended that
k: reduction of the ejection fraction as dmN ined by echocar- ohz;lblih;ecumhimd nglirh cylarpoﬂ?ama. Anorexia and diarrhes | doxorubicin be mixed with other drugs, :
¢, diography or radionuclide angiography. None of these tests ve been occasio e . "

-bave yet been confirmed to consistently identify those indi- | Vescular—Phlebosclrosis has been reported especially when mm oihl';:rsbg:mnh Mm“ Xy ﬂmrﬁ
E'vidual patients that are approathing their maximally toler- | small veins are used or a single wvein is used for in some types of neoplastic disease combination chemother.
k- ated cumulative dose of doxorubicin, If test results indicate | repeated administration. Facial flushing may occur if the apy is superior to single agents. The benefits and risks of

¢ change in cardiac function associated with doxorubicin the | injection is given too rapidly. such therapy continue to be elucidated.

Local—Severe cellulitis, vesication and tissue necrosis will | p, onteral drug products should be inspected visually for
oceur if doxorubicin is extravasated during administration. particulate matter and discoloration prior to administeation,
Erythematous streaking along the vein prg‘ximnl to thesite | o4 .rever solution and container permit.
of the injection hul been reported (see "DOSAGE AND Handling and Disposal—Skin reactions associated with dox-

ADMINISTRATION" section). orubicin have been reported. Caution in the handling and

rrnslnn, ?rlmnr- Hymtﬂvlw—iem. chills and urhm'la have been re- preparation of the powder and solution must be exercised
monitoring. | ported occasionally. Anaphylaxis may mbe“:n‘\m"hpp“ and the use of gloves is recommended. If doxnrubiﬂwwdﬂ
wash

penia is usu- | ent cross sensitivity to lincomycin has reported. R . %
bally transient, mchingita nadir at 10 to 14 days after treat. | Other—Conjunctivitis and lacrimation occur rarely. xﬂmﬁm‘;‘?ﬂﬁ;&@m' immedial
m‘“"‘h by the 21st day. White OVERDOSAGE Procedures for proper lund!lne and disposal of anticancer

cellewntausluwaslooth"mm are to be expected dur-
og treatment with ap iate doses of doxorubicin. Red Acute overdosage with dmr:ﬂ:m enhances the toxic ef- ::f' souile o%ﬁi::;_niii ra;gmdeh:;?ﬂon Sila s:nb-‘
demma atelot o e i aloe be e vored sinse | focts of mucositis, leukopenia and thrombocytopenis. Treat- have been pu There is no general agreem
P 2 o ment of acute overdosage consists of treatment of the | thatallof the procedures recommended in the guidelines are
may also be depressed. Hematologic toxicity may re- ressed patient with hospitalizatio ti. | neccesary or te.
dosa reduction or suspension or delay of doxorubicin severely myelosupp patient 0Sp! s Ty OF appropria
7. Pemsbent Ao myaloauppmmiun may result in biotics, plateletmdgranuhcyta transfusions, and symptom- | HOW SUPPLIED _
atic treatment of mucositis. 550 | RUBEX® (doxorabicin hydrochloride for injection, USP) is
may potentiate the tomty of other anticancer wmn%cinmrduesgha “d:t :fumu&ﬂve dwest emmt available as follows:
Exacerbation of cy i hom. | MB/at inoreases the cardiomyopathy and res 10 mg—Each single-dose vial contains 10 mg of doxorubicin
of 6 congestive heart failure. Treatment consists of vigorous | {ey “USP as a sterile redorange lyophilized powder.
management of congestive heart failure with digitalis prepa- | wne 0015.9351.22
rations and diuretics. The use of peripheral vasodilators has | A ao1e ae individuslly esrtoned vials in packages of 10

myocnrdium mucosae, skin am! H\rer have been

Poporte hbe increased by the administration of doxorubi- been recommendad. (10-pack). .
- DOSAGE AND ADMINISTRATION 5 50 mg—Bach nngl&dnse vial containg 50 mg of doxorubicin
g ity to recommended doses of doxorubicin hydrochloride | Carein the administration of doxorubicin hydrochloridewilt | HCl, USP as a sterile redorange lyophilized powder,

i “'h'lﬂ!d by hepatic impairment, therefm. pnur to the | reduce the chance of perivenous infiltration. It may also de- | NDC 0015-3352-22

, evaluation of he ction is recom- | crease the chance of local reactions such as urticaria and | Available as one individually cartoned vial.

e "smz conventional r.lmcaqa laboratory tests such | erythematous streaking. On intravenous administration of | 100 mg—Each single-dose vial contains 100 mg of doxorubi-
- WO’P P'l‘ alkaline phosphatase and bilirubin (see | doxorubicin, extravasation may occur with or without an [ cin HCI, USP es a sterile red-orange lyophilized powder.
. SAC] AND'AD accompanying stinging or burning sensation and’even if | NDC 0015-3353-22

eTotiz : colitis manifested by typhlitis (cecal inflamma- | blood returns well on aspiration of the infusion needle. Ifany | Available as one individually cartoned vial.

B b:;dyatm]s and severe and sometimes fatal infections | signs or symptoms of extravasation have occurred, the injec- | Store dry powder at contralled room temperature 15°-30'C
X associated with a combination of doxorubicin hy- | tion or infusion should be immediately terminated and re- (59°-B6F).

ey dﬂswenbyl.\f push. for 3 days and cytara- | started in another vein. If it is known or suspected that sub- | The reconstituted solution is stable for 24 hours at room tem-
continuous infusion daily for 7 or more days, | cutaneous extravasation hasoccurred, local infiltration with | perature or 48 hours under refrigeration 2'-8'C (36-46'F),
nous administration of doxorublein, extravass- | an injectable corticosteroid and flooding the site with nor- | Protect from exposure to sunlight. Retain in carton until
i mﬂmormthwtanncwmpmpngstmgmg mal saline has been reported to lessen the local reaction. | time of use.
B «.mllatwn andwenifbiood returns well on aspire- anf&epmwmhuufmmmnhm
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