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Please submit 20 paper copies of the FPL as soon as it is available, in no case more than 30 days
after it is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. Alternatively, you may submit the FPL electronically according to the guidance for
industry titled Providing Regulatory Submissions in Electronic Format - NDAs (January 1999).
For administrative purposes, this submission should be designated "FPL for approved
supplement NDA 20-058/S-010." Approval of this submission by FDA is not required before
the labeling is used.

In addition, please submit three copies of the introductory promotional materials that you
propose to use for this product. All proposed materials should be submitted in draft or mock-up
form, not final print. Please submit one copy to this Division and two copies of both the
promotional materials and the package insert directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-42
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

If a letter communicating important information about this drug product (i.e., a "Dear Health
Care Practitioner" letter) is issued to physicians and others responsible for patient care, we
request that you submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

Please submit one market package of the drug product when it is available.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.
e

If you have any questions, call Patty Garvey, Project Manager, at 301-594-5766.

Sincerely,

/Q@M v

Richard P

Director

Division of Oncology Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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e
Archival NDA 20-058

HFD-150/Div. Files

HFD-150/png

HFD-150/NChidambaram/Eduffy — 10/5/00

HF-2/MedWatch (with labeling)

HFD-002/ORM (with Iabeling)

HFD-101/ADRA (with labeling)

HFD-42/DDMAC (with labeling)

HFI-20/Press Office (with labeling)

HFD-400/0OPDRA (with labeling)

HFD-613/0GD (with labeling) _

HFD-21/ACS (with labeling) - ONLY for drug discussed at advisory committee meeting.
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THIOPLEX®
Tmot'epa For Injection
i 15 mg/Vial
DESCRIPTION

THIOPLEX® (thiotepa for inject'on) is an ethylenimine-type oompound )! is supplied es & nurl-
pyrogenic, steriie lyophillzed powder for Intravenous, int
tmining 1S mg cf thiolepa end 0.03 mw‘ml 0.2%) of sodium cuhm THIOPLEX it & synumlo
mmm«m\gmr?mw muwumlthme 1,1',1"-phosphinoth-
jovlicynetrls-, or Tris %

Thigtepa has the foliowing mm. formula:
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Thiotepa has ths empircal formuia CgHyaNaPS and & moleculsr welght of 188,22, When reconstitii-
ed with Sterile YWater for Injection, the resutting solution has & pH of app 6.5-81,
is stable in alkaline medium and unstable in acid medium.

CLINICAL PHARMACOLOGY
Wlsammolﬂn,w menllm ly and phar
310 onour ihruunhtlnmlsm nfdh-

action of thi
ylsnlrrina redicals vnhhh. like irradiation, dtuum the bnuda cf DNA. One of the principel bcnd dis-

WARNINGS

Death ras accured after Intrevesical adrainistration, caused bone-marrow depression from
temnatically absorved drug. = "
mm and Iyas ‘asalﬂremmd!ofmmwo‘cﬂndapm
Thlotapais hlgh#ylnxh Io the hemnbmlmlocysun Are;ﬂdy!alhg vhite blood cell or pistalst

dosage of Weekly bifood ard

wwmmnmommoddummmﬂhrdlwamkaﬁulhmhusbeundla-
cortinuad.
Thiotepa can cause fetal harm whon woman, given by the

{IP) route wes ter hmmMHMﬁzm approximately 8-
fold Iess than the Wded human cose (0.8 mg'kg, 27 mg/m?), basad
mbody-sufmma.ﬂﬂdlplgivenbyﬂml?mmwaaiamhgaﬂchralaatdnaeaaamgnc
(21 mglrd), fo the dose, baset on
bomummbmuslwwnbbnmuunudmﬂsmmmglnﬁ.appmd—
mately two imes the MAXEMUM récormended human therapsutc doee based on body-surface
Effective contraception should be used during wmqae therapy If efther the pmnt or pwtner b of
childbearing potertial. There are no shidies ‘women. ¥
thictepa ks used during pregnancy, or if pfegnnncy occurs during thiotepa vmpy the patlent lv\d
partner should be apprised of the potentlel hazard to the fotus.
mlsapowmﬂwulzmm capabile cf cross-linking the DNA within a cell and

ohmalr\a its nature. The replicat wek s, th altered, and thiotepa may be desubed
Mhmm?hwmmmkwu of the

1ypun| he fre Induca mimvdmoww

Like many akylating agents, thiot hnboon P © be carch ink 1o
animals, Carci i8 MMylanmmmwmhmm

eﬂdmofmlnomﬁmlnmm ed with th By

dromes and acute have besn

PRECAUTIONS

Genersl

The serious complination of excessive thioteps therapy, or sansitivity 1o the effects of thictepa, is
bone-marrow dopreasion. If propar pracautions ara not observed thiotepa may cause ‘esukcpania,
thrombocyteperis, and anemia.

Information for Patients

The patient should notify the physiclan in the csse of any sign of blecding {epistaxis, easy bruising,
change 'n coior of urine, black stacl) o infection (fever, chills) or for possibla pregnancy 1o patient or
pariner,

Effective contraception should be used curing thiotepa therapy f oither the patisnt or the partner ls
of childbeering potential.

Leboratory Tests )

The mest relieble guide 1o thiotepa toxicity Is the white Blood cell count. I this falls 1o 3000 or less,
tha dose should be discontinuad. Ancther good index of thictepa tedolty (s the plateist ount; i this
falls w0 150,000, therapy should be discontinued. Aad blood 2all count is 8 less accurate indicator of
thictepa tmddly ¥ the drug Is used In patients with hepatic or renal damage (gee CONTRAINDICA-
TIONS seotion), regular assessment of hepatic and renal funstion tests are indicated.

Drug Interactions

It is not edvi: © cancer oh iy iC agents or &
1e:rcar dwnmhempwuhc agent and a Wapnwo modality havirg the same machaniam of action.

ruptions is initiated Ly alkylation of guanine at the N-7 position, which severs tha finkage &
thi purine bese snd the sugar and liberates alkylaled guaninee.

The pharmacokingtics of thiolepa and TEPA in thitesn femals patients (45 - 84 yaers) with advanced
stage ovarian cancar recalving 60 mg and B0 mg thictepa by kravenous infusion on subsequent
courees ghwen 5t d-weeik intervals are presantad In the fallowing tabla:

Maan + SEM
Pharmacokinetic
Parameters Thictapa TEPA
{unhe) 80 mg 80 mg B8O mg 80 mg
Peak Serum concentration (ng'ml) 1331 = 118 1628 2 135 273 =2 46 a5 =+ 46
Elimination half-life ) 24 ¢ 03 23+ 03 176+ 38 1573 27
Area yndger the curve {ng/h/mb) 2832 + 412 4127 = 6656 4789 21022 ¥dhZ 21867
Fotal body clearance (mL/minj 446 = 88 419z 56
TEPA, whick: ¢ o be the major mstaboiite of thiotepe found in

aotivity,
*uman seram end urine. Urinary sxcretion of *4C-labeled thiotepa end metabolites In a 34-yeer cld
pmm with metasiatic carcinoma of the cecum who recelved & dose of 0.3 mg/kg imrravenously wes
%. Thictepa and TEPA in urine each accounts for less than 2% of the adminisiered dose.
Tne pharmacokinetlcs of thiciep= |n renal and hepatic dyﬂnncum patients have not been evaiuat-
ed. Possible ph of with any cor y adr d medica-
tlons have not been formally investigstad.

INDICATIONS AND USAGE
Thlotepa has been tried with varying resulis in the palllation of a wide variety of necpiastic diseases.
However, the most consistent resufts have been sean in the following tumors:

1. Adenaoarcinoma of the breast,

2. Adznocarcinoma of the ovary.

3. For Y sacondary to diffuse or localized neoplestic diseases of var-

jous serosal cavites.

4, For the of ial pepltary of the urinary bladder.

White now largely. sup by other ¥ a has baer againet other lym-
b such a8 goma and Hodgkin's dissase, 3

CONTRAINDICATIONS

THIOPLEX is contreindiceted in patients with a known hypersensitivity {ahlergy) to this pvpnrrhou
Therapy ie probably contralindicated in cases of exigting hapatic, ranal, o bol

thictepe comblned wkh cther alkylating agents such 25 nitregen musterd or cyclophas-
phemide or thiotepa combined with inadiation weuld sarve to intensify toxiclty rather than to
enhance therapeutk response. If these agents must follow each other, tt Is Important that recovery
from the first QML as indicated by whila blood cell count, be complete before tharapy with the seo-
ond agert is institL1a;
Other drugs which ll. known to produce bone-marrow dapreselon should be eveiced.
Carcinogenesis, Mutagenesis and lmpeimem of Fertility

A'zo see WARNINGS secticn.

Carcinogenesis

In mice, repeated IPamﬁmdmbtepa(HEuZSnﬁkgthmﬁmpamkhrla
43 weeks, J) ol aq w.
carcinomas of the npmpuﬂnlghnd mdeﬂ'ml.ard of lymph
ymphocytic leukemla. In other studies in mice, {P adir af thi (4or8 mw

three limes per week for 4 weeks followed by & 20-wesk obeervalion period or 1.8 mg/kg thrée
tl-meparweskfor‘weakshlmmbya&s—weekmpulod)mnsdlnmIncm.udlncl-
dence of (g temers. In rats, rep 1 of thich uﬂwmm
per week for 52 or 34 wesks, ior
amwlwmnmd&eal&mrwm binad and uter-
ine ldernwc.mm Wghl.n inﬂmslyﬂ\r’)tomu m once per week for 52 weeks)
produced an In sarcoma, lymphosarcoma,
k sslivary slsnd gi Y ",
pmnchmnocmm)wmgn tumons,
The lowesst reported carcinogenic dose in mice {1.15 mg/kg, S»Gswﬂﬂhlppuwrmly'?-fw less
than the maximum recommended human therapsutic dose based on body-surface area. The iowest
Wcmgmouaeehramm?mm 4.9 mg/md) ia appreximataly 6-fold lass than the max-

imum ap dose based on body-surface ares.

Mutagenesis

'lhlﬂspsvmsmumlc !n n vitro mnya.hsmmnans typhimurium, E. coli, Chinese hamster iung
and human i and sister axchanges ware obsarved

vaﬂmvﬂm!mpnmb-nmuhumnlmwytnc uahunstww,undrmn m
pheoyies, Mutations were observed with orsl thictepa in mice at. doses >2.5 m|

mokise micronuciaus test yras positive with IP administration af >1 Mgla.zms/n#}.omorpocr-
tive in vivo chromoeomal sberration or mutation 2ssays included Drosophile melanogaster, Chinese
hamster marrow, murine marrow, monkay lymphocyte, and murina germ call.

impairment of Fertility -

MmmwbmylnmmmﬂPOGIPdwme mg/kg (2.24 mg/7¥), approximately
12-fold |ess than the meximum recommernded human therapeutic dose based on body-surface area.

Howevar, if the need outweighe the umammmmumh.mlnww and
accompanied by hapatic, renal and hemopoietic function tests,

ﬁmsvng) . in famele rats when instiliad into the utarine cavity. Thictapa
Imtarfi is in yrice &t IP doses 20. Smaﬁmﬂmapwwﬂmlyﬂ-fdd
less than lha maximum recommanded human therapeutic dose body-surisce ares.
Thictepa with s in b mmdedlM(ﬂWnﬂ.anm
hafeb[?—bldlusmm ded human ic duse based on body-sur-
face area.
Pregnancy
Cetagory O: See WARNINGS section.

mmmmwumnmmamamammwmmmmmby L
route was teratogenic in mlcamdumzi rrmqsz rvgfml) approximstaly B-foid less than the

humen th on hody-surface ares. Thiotepa piven by
ihsﬂmwmlchmnmummmm mg/m?), approximataly equal 1o the mex-
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imum human thy dose based on how-nuhcam Thiotepa was lethel to
rahbit fetuses at a dcse of 3 mg/ig (41 mg/mK), app 2 times

Hsman tmmpmmo dose based on body-surface arce. Puﬂ-nm of childx-m pc;cmisl shou'd be
acyleed to There gre and womer).
i thiotepe h used ourirg pregnancy, or i pregnancy oocun mmg lhlmapn mm the patient anc
partner should be apprised of the putumnl hazard 1o the

Nursing Mothers
ahwhmmhrmomunmwdhmnmlkBcummamsmmdh
mnﬁ %n o nursing or %o di Mmu: n:
m‘hw_ oﬂ.‘\odrwtoﬂ\sm " e B
Pediatric Use

ﬁ'lylnd in ped:atri have nat been established.

Genlatric Use

Cinical mm-mmdpa @a not include sufficient numbare of subjests eged 85 and over o dater-
eldery mwmmymmumjmmwnmm
not identified differences [ responses batween the elderiy and younger patients, In

Ing
*ha dosing range, refiecting the grealer frequency of decrensing hapatic, renal or carclac function,
and of aencomhm disease or cther drug therapy.

ADVERSE REACTIONS
Irraddition to jts effect on the biood-forming eiements (see WARNINGS and PRECAUTIONS sec-
tions), thiotepa may cause other adverse reactions.

Fatigue, ' Febrile i
as 1he result of breakdown of tumor fissue.

and disch ,_fruma fesion may ecour

p ity Allergle ons - rash, urlicarie, leryngesl edems, asthmd, anaphy-
aetic shock, wheezing.
Locsl Reactions: Contact dermatitis, pain at the injection sis. -

Nausea, pain, ¥
whw-.m-y'mnﬂm 'I'hlnhmbsenmmmonlot cystitie or ag!
Respiratory: Prolonged apnea has been x{ when cinylcholi prior to
mgary, fdlowinpooni:hedmn dmlmmmdmnlamwnmlhwmnﬂm Ahls

caused by activity ceused by the anticancer drugs,
gk f“—" blurred vision.
ﬂldt:Dsrmuﬁ. Skin has boen rep ,mg:balm.
Speoctal Soases: Conjunctivitis.
op with g
OVERDOSAGE " g

Hemetopolstic toxicity can ocour foilowing overdose, mariifested by a decrease In the white cell
mm«wwamwmmu-mmmbnudwm Bleeding
mn‘aswmumym Thopltml-my and jees able 1o

combat such infection, . .

iges within and above the doses have bun wochhd
with inlly |fe- taxicity. Thiotepe has & 1oxic effect on the nematopoi-
dic:mommllmmm.
mapcww_mb : y
There is no knovm antidote for -u!manblnodufpmah\l
have proven benaficial 1o the patient in com!ntlru homnuponﬂc toxicity. f
DOSAGE AND ADMINISTRATION
Since ion from the g ingl tract is varlable, thiotepa should not be administered
Dossge must be jividuglized A‘bw 1o thistepa doss not indicate
& lack of effect, Tt only increase taxicity. Afler mex-

y of dosing may
imum benefit Is cbtained Imhllhvlpynh 1o continue the patient on
n-a:y(uumm In order mmM

Mhmmmmmm blood

mam! Pre m:ammm;wwzﬂwﬂuvmh

o»npmwtnnlmhcomum. caution ahouh be and prep of

mutapa.snnmm with _exposurs to thictepa may ocour. The use of

gloves is d. i huti the skin, imme wash tha skin th t

:xwimﬁunpamm I thictep , the should be flushed
theroughiy with g

Pnnwmotmnn'THIOFLExmfnr"‘ ion) shoukd be ticuted whth 1.5 ml. of
sulbwmlulnmmwlnnﬁmgcommdamnﬂwywnwLThouum
withdrewabie quantities and in thi

Label Claim | Aotual Comient | Amount of ppe P 1 Appr

~{mafviel) Diluent to Withy With e | Re d
1 my (md) l (mp/viel) {mg/ml)
150 - 156 15 +4 J' 14.7 3 Ty
The solution s h ic and should be fwb‘w diluted m Sodium Chioride Injection
{£8% godlum chioride) before use.

When 7econstituted with Sterile Water for Injection, lplutl‘om m.mwumm ina
refiigarator dnd Used within 8 hours.’ R-cqmilnnid-dnlnm further dilvted with Sodium Chlorkde
injection should be used immediately.
Paresteral drug products lhmhlnspamadvbuduruwtlmmmm'mdmw
o administration, whenever aclution and contairier permit
mmwmmmwmmm.hNQanhmm
tered, The maimenance dose enouid be acjusted weekly an the b-d- pummmmdbboa
biood counts.

counts and’
wmnmmuwwmmmmmmmu
C.31 0.4 mg/kg. Dan.uuk!bemmnno4weoximu

The dosage ded ie 0.8 - 0.8 mg/kg. Adminstration Is usu-
mmwhnmluﬁuwﬁbhhmﬂiammhhmmm
Intravesical Administration: Patients with papillary carcinoma of the bledder are dehydrated fnrl
to 12 hours prior o treatment. Than 60 mg of thiotepa in 30 - ) mL of Sodium Chiaride Injection is
Instilled into the bladder by cathetar. For maximum affact, the solution should be retained for 2 hours.
I!thepetrunlﬁl‘hllrwmmmMmLfnr2Mum.ﬂndnnmnybngmhlvolmal
30 L. If desired, the patient may be posfionad evary 15 minutea tor maximum area contact, The
usual courss of freatment is once a week for 4 weeks. The course may be repeeted if neceasary, but

second and third courses must be given with caition since bone-marrow depression may be

Increesed. Destha have cocumed -hcr intravesica) administietion, caused by bone-marrow depras-

sion from systemically absorbed

hdlmmdnhpnnt jc agent Several guidelines on this
bllah.d” Thn is no genoral agsamem thsl a!| of the procedures recom-

mnnd:u Inthe :uldumn are necessary or appropriate.

HOW SUPPLIED
THIOPLEX® fthiotene for !nilabn). for aingle use ofw is avaliadle in viels mhw 16 mg of non-
pyrogenic, sterlle lyophilized powder, supplied as follows:

NDC 58406-662-38 - 8 x 15 mghvie!

STORAGE

Mnmmzmmﬂ PHOTECTFWUGHTATNJ.TIES

REPERENGES
1. Recommendations for the Sefe Handling of P | Antineop! Drugs. NIH Pubi
83-2621. Fo'udn:byhc P of D 18, US Printing Oﬁba,
Washington, DC

2. AMA Ceuncil R.pen. Guidelines for Handling Farenteral Antinecplastics, JAMA, 1885;
253(17):1680-1582.

4. Natiorial Study Ce jasion on Cy E - Recommendations for Handiing Cylotoxic

Agents, Availanls from Louls P, Jeffrey, Sc D, Chairman, Netional Study Commisslon on Cytotoxie
Exposurs, Massachusetts College of Pnnrmtcy end Aliled Health Sclences, 179 Longwood
Avenus, Boston, Messschusetis 02115,

4. Clinical Oncological Sogisty of Australia: Guidslines and
antineoplastie agents, Med J Austraiia, 1983; 1:426-428.

5. Jones RB, mummanAmmmumww
Canter. Ca - Ammwmw 1983, 258-263.

ammdﬂm builetin on handling cytotoxic and

hazardous drugs. Am J Hosp Pharm. 1990; 47:1033-1048.

for safe handing of

immunex@

by LEDERLE P, ING., Garoling, Puertq Rico 00887

© 2000 Immunex Comporation
Ci 63291
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1. ORGANIZATION

T
CHEMIST'S REVIEW #1 HFD-15C DODP

2. NDA NUMBER

20-058

3. NAME AND ADDRESS OF APPLICANT
Imuunex Corporation
51 University Street
Seattle, Washington 98101-2936.

(City and State)

4. AF NUMBER

5. SUPPLEMENT (8]
NUMBER (S) DATES({E)

7. NCNPROPRIETARY NAME
Thiotepa for Injection

6. NAME CF DRUG
Thioplex

SCF-0190 06-12-2000

8. SUPPLEMENT FROVIDES FOR: Sodium Carbonate adijusted

9. AMENDMENTS DATES

formulaticn. SCF-010 BC,
08-31-2000
10. PHARMACOLOGICAL CATEGORY 11. HOW DISEENSED 12, RELATED TNB/NBA/DMF
Anti-neoplastic RX J oTC
DME # |
13. DOSAGE FORM(E) 14. POTENCY (b) (4)
Lyophilized powder 15 mg/vial

15. CHEMICAL NAME AND STRUCTURE
Aziridine, 1,1',1’’-phosphinothioylidynetris-.
Tris(l-aziridinyl)phosphine suifide

C6H12N3PS, MW = 189.21

D]
4

16. RECORDS AND REPORTS

CURRENT
REVIEWED

yes [l wNo
ves [ wnNo

17. COMMENTS
Please see the review notes.

18. CONCLUSIONS AND RECCMMENDATIONS

Approval is recommended. “The applicant’s request for an extension of

dating period to 24 months is also granted”.

expiry

19. REVIERER

' | A
s

NAME DATE COMPLETED
Nallaperumal Chidambaram, Ph.D. 10-05-2000
ORTGINAL NDA DIVISION Reviewer: C50: Chemistry Team
DISTRIBUTION FILE N. Chidambaram D. Pease Leader:
DNDC 1 Div. Directors BFD-130 HFD-150 %, Dgf.fy
HFD-150

Lo 72 20"

/0 5‘/00

Following this page, 4 Pages Withheld in Full as (b)(4)
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CLINICAL PHARMACOLOGY AND BIOPHARMACEUTICS REVIEW

N 20-058/ S-010 Submission Dates: June 08, 2000
Drug Name, Dose, and Formulation: THIOPLEX®, 15 mg/vial, sterile lyophilized powder.
Sponsor: Immunex Corporation, Seattle, WA 98101

Reviewer: N.A.M. Atiqur Rahman

Type of Submission: Supplemental NDA

The review grants a waiver of the requirements for bioequivalence and bioavailability data as
specified in 21 CFR 320.22(b)(1)(i) for the reformulated THIOPLEX® injection. The drug
product includes 0.03 mg of sodium carbonate per vial, £
®@ Addition of sodium bicarbonate is ne

©® Please see attachment for the proposed new formulation.

RECOMMENDATION

The applicant’s request of a biowaiver for the reformulated THIOPLEX® injection is granted.

+

N.A.M. Atiqur Rahman, Ph.D
Team Leader, Oncology
DPE1, OCPB

(i gfacte

Chandra Sahajwalla, Ph.D.
Deputy Director, DPE1
OCPB

s NDA 20-058 (orig),
HFD-150 Division File
HFD-150 HFD-150, PGarvey, EDuffy, NChidambaram
HFD-150 JJohnson
HFD-860 MMehta, CSahajwalla, ARahman
CDR BMurphy



ATTACHMENT

Immunex Corporation
THIOPLEX

Supplement to NDA- 20-058

1. DRUG PRODUCT

Section B. Composition of THIOPLEXO Sodium Carbonate Adjusted Formula

This supplemental application provides for the addition of 0.03 mg of sodium carbonate (Na2C03)

per vial ®® of THIOPLEX® (Thiotepa for Injection), USP,
®) (@)

15 mg per vial, S

The proposed formulation meodification ® @)

®® for THIOPLEX®. Except for the proposed addition of sodium
®) @

carbonate,

This section contains a revised product Composition Table for the THIOPLEX® (Thiotepa for
Injection), USP, 15 mg per vial new formulation.



) Confidential 01-030
Immunex Corporation

THIOPLEX

Supplement to NDA- 20-058

(

mposition Table of THIOP. dium C a

Ingredients:  Thiotepa, USP

Sodium Carbonate F(NaZCO3)

Quantitative composition of THIOPLEX® (Thiotepa for Injection), USP, 15 mg per vial:

Ingredients  Reference Role mg per mL Quantxty/ Unit Dosage
Product:on Strength

mg/vial
Thiotepa USP Active
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PROJECT MANAGER REVIEW OF LABELING

NDA 20-058/5-010 0CT 12 2000
Drug: THIOPLEX® (Thiotepa) for Injection, USP

Applicant: Immunex Corporation

Submission Date (s): Jure 6, 2000 Receipt Date(s): June 12, 2000
BACKGROUND:

This supplement is submitted as a prior approval supplement and proposes revisions to

the DESCRIPTION and HOW SUPPLIED, as a result of applicant’s sodium carbonate

adjusted formula.

The sponsor has provided draft labeling to include the addition of sodium carbonate.

DOCUMENT REVIEWED:

This proposed draft labeling was compared to the latest approved FPL in supplement 004
approved on November 26, 1997,

REVIEW:

In comparing the above-identified FPLs to the currently proposed draft, I found the
following changes:

i The amount of Sodium Carbonate “and 0.03 mg/vial (0.2%) of Sodium
Carbonate™ was added to the Description section.

This revision is acceptable.

2. The resulting solution pH was changed from approximately 5.5 — 7.5 to “6.5 -
8.1” in the Description section.

This revision is acceptable.

3. The NDC number was changed from 58406-661-31 to “58406-662-36" in the
How Supplied section.

This revision is acceptable.

4. A “Geriatric Use™ subsection has been added per S009 (submitted January 21,
2000 as a CBE), using the standard wording from 21 CFR 201.57(£)(10)(ii)(A).
See separate review for S009.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION . REQUEST FOR CONSULTATION
| TO: (Division/Office) Dr. Aliq Rahman ¢4 FD— 60 _ FROM: Oncology Drug Products HFD-150
ioPharm Team Leader
DATE IND NO. NDA No. 20-058 TYPE OF DOCUMENT DATE OF DOCUMENT
07/202000 Supplement SCF - 010 06.08.2000
NAME OF DRUG(S) , PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Thioptex (Thiotepa for Injection) Mt NEO LA g'-I (C Before 10.12.2000

NAME OF FIRM : Immunex

REASON FOR REQUEST
I. GENERAL
0O NEW PROTOCOL O PRE-NDA MEETING D RESPONSE TO DEFICIENCY LETTER
O PROGRESS REPORT O END OF PHASE [l MEETING O FINAL PRINTED LABELING
O NEW CORRESPONDENCE D RESUBMISSION U LABELING REVISION
0 DRUG ADVERTISING D SAFETY/EFFICACY CIORIGINAL NEW CORRESPONDENCE
O ADVERSE REACTION REPORT O PAPER NDA O FORMULATIVE REVIEW
O MANUFACTURING CHANGE/ADDITION - 0 CONTROL SUPPLEMENT O OTHER (Specify beiow)
0O MEETING PLANNED BY
il. BIOMETRICS _
STATISTICAL EVALUATION BRANCH _ STATISTICAL APPLICATION BRANCH
01 TYPE A OR B NDA REVIEW O CHEMISTRY
O END OF PHASE Il MEETING 0 PHARMACOLOGY
‘D CONTROLLED STUDIES O BIOPHARMACEUTICS
0O PROTOCOL REVIEW D OTHER
0 OTHER
Ill. BIOPHARMACEUTICS
O DISSOLUTION O DEFICIENCY LETTER RESPONSE
® BIOAVAILABLITY STUDIES O PROTOCOL-BIOPHARMACEUTICS
O PHASE IV STUDIES O IN-VIVO MAIVER REQUEST
IV. DRUG EXPERIENCE
0 PRASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 0 REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
D DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 0 SUMMARY OF ADVERSE EXPERIENCE
O CASE REPORTS OF SPECIFIC REACTIONS (List below) O POISON RISK ANALYSIS

O COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

RCLINICAL O PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS (Attach additional sheets if necessary)
This is a formulation change supplement. In the new formulation, the applicant has added sodium carbonate ©) @)
®®  Please review bioavailability and bioequivalence databetween old and new formulations.

\
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