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" BACSIMILE TRANSMITTAL SHEET

Te: From:
Shirley Xu Jean Gresick-Schugsta, M.S., D.ABR.
FAX NUMBER: Date:
(610) 337-5269 June 2, 2006
COMPANY: TOTAL NO, OF PAGES INCLUDING COVER:
US NRC Region 1 4
PHONE NUMBER: SENDER'S REFERENCE NUMBER:
Inspection for License No 37-07161-01
Re: YOUR REFERENCE NUMBER:

Request for additional information

Ourcrny  Xroranvizw  Clpreast comvrnT  Drercaszrrrry (I PLpass RECYCLE

NOTES/COMMENTS:

Atrached are copics of the derivation of the original calibration numbers for Sm-133 and Y-
90, in accordance with the instructions included on each page.

The third page & 2 copy of the Zevalin instructions for the therapeudc dose using the Y-90
labeled material

If you need additional information, please contact me.
Thank you.

o e =

a A. Gresick-Schugsta, RSO

YORK MOSPITAL - WELLSPAN HRALTE - 1001 SOUTH GEORGH §TRELT » YORK TA 17405
PHONE: 777-851-5166 « PAX: 717-831-438¢

T e In-111 Activity: mCi Volume: ml
Apitas Lane sty —— ——

Once ;"g'u’f' :(faéi;artment cstablishes a Y-90 syringe calibration .factor,'il
should be used for all subsequent patient doses of Y-90 Zevalin of this
volume.

lf@u have any questions, please call your local Syncor Pharmiacy

) 62502
~ DISPENSING PHARMACIST DATE _
M &ynowr NOYVE: Your Radiouctive Materials License may require that additiond
Mol or other procedures be followed,

@® 2002, Syncor temutional Corposation

QLLISE = 1183 X16¢
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30 ZEVALIN IS
{1183 MBa)

aveneusly at an Inltial rate of 50 mashr.
on-rglated avanie 48 not oceut,

400 mg/hr. {f hypareenaitivity or an

od {zo0 WARANINGS), Tho Infuslon

5.0 mCi {1.6 mg ! antibody gos0)
micrometer low-grotain-bindirg fliter
2EVALIN, After nlection, the line

:9p 1 admintstrations.

an Initial rate of 100 mg/he (B0 mg/ﬁr If
d increesed by 100 mgfhr Increments

£ 0.4 mClikg {14.8 MBe/kg) actus! body
YHy} aclual body waight Tor patients

a porled of 10 minutea. A 0.22

18lon port prior 10 injection of ¥-80
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1 ar symptoms of exiravasation heve
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~able doso of 32.0 mCl (1184 MBq),
h 1 platelst count <100,000/mm?

llofepeling procedura. important,
Y& Y-90 ZEVALIN doge,

sm immodlately prior 10
anufacturer’a specificatione and

omployad. Walstproof gloves should
1»111 ZEVALIN. Appropriata shiefding
ng adminigteation io the patient. The
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TION. 2ovafin Therapeutic Regimen

11 2EVALIN, Tive use of high purily
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temporature. Note: Tha ZEVALIN
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vhst with & sulisdle aicohol swab and
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withdraw 10 mL of glr fram tho
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Trangter 5:8 m¢l of in-111 chierde to the Resction Vial with é.ererlla 1 mL 2yringe. Mix the two soiutions ana ¢ast
the entira innar surtacs of the Reaction Vial by gentla Inverelon or relling.

8, Wi a sterile 3 mL gyrngs, iransfor 1,0 mL of ZEVALIN (IbAtumomab Tiuxetan) to the Reactfan Vial. Coatine
ontirs surface of the Aeactien Vial by gentle invorzlon of rolling. Do nat shaka or agitate the vial contants,
since this will cause toaming and denaturation of the proteln.

3. Allow the laboilng reaction 1o procesd st room leenperaturs for 80 minutes. Aliowing tne labsling reaclion o
. proceod for 8 fonger or shorter dme may result in Ingdequale fabeting,

10, Immadiately anter the 30-minute Incubstion pardod, uzing & sterlls 10 mb syringe with a large bora neodie (18 G -
20 G), wangter the calculated volume of Fonmulstlon Buffar from step 5.¢. 1o the Reaction Vigl. Genlly 8dd the
Formulation Bufor down the side of the Reuotion Vial, If necoasary, 1o normalize sir prasaiire, withtraw an squai
valumo of alr, Coat the entiro innor sumace of the Reaclion Vial by gentls invarsion of rofling. D¢ nol shake ar
agitate tha vinl contents. Aveld ‘euming,

11, Ueing tho supplied ladels, second the patient identiflcation, the dele and time of praparation, the total sctivity snd
volume, snd the duta and time of sxpirstion, and sfiix those labala 10 tha reaction vial and shigiced reaction vial
containes,

12, Caloulato the volume raquired for gn In-111 ZEVALIN gose of S mCl. Wilharaw the raqulred vo-ume from tho
Reaction Vigl eenicnts Into a aterile 10 ml syfings wilh a fargs boro nosdle (18 G - 20 @), Aseay Iha syringe and
contants In & dose callbrater. The sytinge should comain the doge of In-111 ZEVALIN to be administared ¢ the
patient. Ueing tho zupplied labels, recerd Lhe patlent idomiificatian, the cate and time of preparstion. he tots
activity and velume added, and the date and ime of expiralion, and aix thege lubols to the syringe and hisidod
unit doee conliinor,

13. Detormine Radlochamica! purlty, Soo Sostion C: Precsdurs for Datermining Radiochamical Purlly Saction that
follows D'RECTIONS FOR PAEPARATION OF THE Y-80 ZEVALIN DOSE.

14. Stors Indium-111 ZEVALIN g¢ 2-8°C (36-48°F) untll usa and adminizler vilhin 12 hours of radiolabeling,
15, Ssa DOSAGE AND ADMINISTRATION: ZEVALIN Thoragautic Acgimen Administration: Steg 1

18. Disesrd vials, nasdies and syringes In scoordanao with local, stats, and federal requiations governing ragloactivs
and bichazanicus waete.

B. PREPARATICN OF TME Y-80 ZEVALIN DOSE

GENERAL: .
Read nH diroctions thoroughly and nusomble all materlals befora starting the radiolebeling procedure. Impertant,
signlifioant difforonces exial In the praparation of the In-111 ZEVALIN doss and the Y-80 ZEVALIN dose.

ont_dogn ahouit be.roaagured by a aulinble raloactivity callbration g tom immediately prior la
[efratien. The dose callbrator Must Uy yYarmEIN AECErtaKYs I Yha onufacturor's apociictions and

Y-80.

Gty songrel 197 N medaurein

ont of
et

Proper azoptic technlque ana pracaulions for hunding radicactiva materiala should be employad. Waterprae! glcvee ehould
ve Jtillzad In the prepucatinn and during the detemination of redischemical purily of Y-80 ZEVALIN, Appropriats shisiding
=hauld bo used during redibtabeling, and uze of a syringe shield (s recommended during sdminletratior: ta the patlent. The
raglotobeling of ZEVALIN shall be dons according to the foliawing direstlans.

Aequired materiale nat zupplied In the kit

A Yurium-90 Chioride Sterils Solulion lrom MDS Nordlen (shippod dirsctly from MDS Noralon upen placement of an
order for the Y-80 ZEVALIN kit .

Three sterile 1 mL piuatle syringas

One slerie 3 mbL plastie syringo

Two starile 10 mL piastic syringas with 8-20 G-neadlee

instant thin-layer shromatoegraphle sliica get strips (ITLC-SG)

0.9% godium chioridn agueous solution lor the chromatography selvant

Sulable radicactvity couniing apparatue

Qaveloping chambor for chromatography

Filtar, 0.22 misromatsr, low-pratein-binding (ses DOSAGE AND ADMINISTRATION, ZEVALIN Therapsutic

Aagimen Administration)

Jo Vsl and ayringe shisld

TIammoow

Methad:

1. Sterfle, pyragenfraq Y-30 chicride must be uesd for the prapuration of Y-80 ZEVALIN. The uso of high purity Y-90
chlorige manufacturad by MOS Nerdian s required,

2. Befors ragiolaveling, sllow the contente of tho rafrigarated carton to reach room temparalure. Noter The ZEVALIN
visl containg a protein solutlon that may develcp ragelucent particuliatea, These periculstes whl be removad dy
flitratton prior to adminigtration, : .

4. Clean the rubber atoppere of &ll of 1he vialo in tha kiz and the Y-30 chlorlda vial with a zultsblo alconel swab and
allow 1w afr dry.

4, fiace the emply Renction Vial In a sultable dieperuing shleld (pro-warmed 1o room wmparature). To avold the
buildup of axesseive prozeurs during tha procodure. use & 10 ML eynnge 1o withdraw 10 mL of air from the
Resction Vial,

5. Prior to Infiating te radiclabsling resctlon, determinn tho amount of 58¢h component nopdod usonrding ta the
diractions bolow:

5 Cakulels na volume of Y00 chioride that ls equivaient 10 40 mCi based on he aetivity concantralion of the
Y-90 ¢nlnrigs atock.

b. The voluma of S8 MM sodiurn acolate volution nooded I 1.2 timps tho volume of Y-80 chioride salutlon
dotermined In etop %.a., adove, (The S50 mM eodium acelale le used to adjuet tho pH for the radioiataling
reaction.}

¢. Caleulato the valums of Formulation Buitsr nesded to bring the feaction Vial centents to a linal volume of
10 mL. Thit I8 tha volums of Formulstion Buller naadad 16 protect tha (abaled product from radlolyais ana 10
termingtn e Iabeling roaction. For axample If the volumes were 0.5 mL of Y-00 chlarids, 0.6 mL of godium
::ols(: and 1.3 mL of ZEVALIN, then the ameunt of formulation bufier would be 10 - (06 + 0.8 » 1.3} >
7.6 m

8. Wiih a sterlls 1 ML syfinge, tranater tho ¢aleulatad volume of 50 mM codium acstate 1o the omply Reaction Vial,
Coat the sntirs Inngr surtden of the Reaction Vial by gentle Inverslon or ralling.

L images:
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12, Calculsta the volumo raqulro,
patiente with normal plate’el
eount of 100,000 - 145,000 ¢|
muet not excoed the abool
body welght. Withdraw the
large bo noedio (18 G - 20
opbraled in socorcanss with

* The syrings shauld contaln L
10% of tha actual preacrited
2 10% of he pragcrbed doss
preparation, the tetsl activity 3
sytings and snistdsd unlt dosj
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14, Stors Yitrium-90 ZEVALIN 2t
15. $65 DOSAGE AND ADMINIS'

16. Dizeard visly, nesdlss and gy
and blohazsrdous wasto,

Yhtrium-90 ZEVALIN Is suntabla fer admir
praparation sad Injaction, ne zpactal shi

C. PROCEDURE FOR DETERMINING
The following procodurs should b

A At roam temporature, place a 4
strip.

B. Place tha ITLC-SG strip into &
top. Allow the solvent (0.9%d
e chamber und cut tho 3irip!
counting dpparatus. K

C. Calcuiste tha parcent ACP axy;

D. Il the radipchomical purity 18
radlochemical purlty is <36%;

\‘.
IMAGE ACQUISITION AND INTERPR W
The blediatrbution ot In-111 ZEVALIN sfij
pegsioriar qumma Imeges. A eal ot Img 8
imagee 8t other limepoinis may ba naoeg
oquippod with & medium energy ccli{mqiﬁ'
nele-of-view gamma camern and maglup|
annrgy photopeaks ot at 172 and 347.1;:
7-10 cmdnin lor sutvegquont seans, X
%
EXPECTED BIODISTRIBUTION i
Vizual Insgoction of the required gamma]

Aclivity In the bfoed paol ars| L
Modsrately high to high uptake’
Mcdarately low ar very low Jpt

Non-fixad areas within the bow
ba neceusury 1o sonflrm gastrol

e Focnl fixed arese of uplake In¥

® & 0 &

Tumor uptake may ba vlsualized in zolt Us
muy b s00n a3 arsas of Increaeed or d
Y-80 Zovalin therapy.

ALTERED BIODISTRIBUTION .
The criterie 1or sitered bledlutribution ame’

o Intonse localization of radiclrac
uptake.

e Incrensed uptake In nomal org4
o DHluss uptsks in nomsl.ti
¢ Kidnoys have groator intend

©  Fixad arese {unchanged wi

9

In loss than 0.5% of patient
characterized by clear viaiy

If a vigual ingpaciicn af the gamma Image
ZEVALIN dose. The galely and officacy.@f
not known. Pessibla cauges of promifant
marrow activity due Lo rugunl hematogoist
with HAMA and HACA, zhould be cons(de
be perlormod, Y-00 ZEVALIN should:nol:
ropaat blod'stribution seane. .

During ZEVALIN clinical gevelopmen
1366 ropored. Although solid organ i, el
considoration should 55 apgllsa befor pr
organg or structures.
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Unit Dose Calibration Factor Form

Zevalin™ . Geometry Consideration
In11] and Y90 tor Dose Calibrators
Ibirtumomab Truxetan ' .

IMPORTANT NOTE: Because Yitriwm 90 (Y-90) is a pure beta emitter,
care must be exercised when making dose activily measuvements in a dose
calibrator. The accurate measurement of Y-90 is geometry and container
dependent. '

Syncor’s. dose calibrators have been tested and adjusted to measure Y-50

accurately through the use of a National lustitute of Standards and Technology

(NIST) source of Y-90. All patient doses are dispensed in a 10 ml plastic

syringe to maintain dose activity measurement accuracy.

You must establish a Y-90 syringe calibration factor for your dose calibrator. To J

do so, place this syringe in your dose calibrator. Manually select a calibration | %

factor using the button or knob until the activity displayed matches that on th?—J
7 prescription at the stated calibration time. «

Syncor determined that this syringe had the following
assay at the time of calibration using the listed syringe

Dooot CYNTH LA SWI

calibration factor.

‘

Syncor Dose Calibrator:

(001G L 7AG

:-\IM-~L.Y‘:iu:'homz\ Prosesfay QU Jupl Q% '
21 No. : Make: (/JT'PI n 7Z:Z/

5 IF ‘ ‘.rlgx'ég'}ﬁﬁd iRt }& oy
e, 31D PO N Q.‘ g:_

Caution: To be Usen( undsr e Jiror supervialan of & ahyeGeA

Model: 5 - }E
Serial Number: § (35

Y-90 Activity: 3¢ mCi Volume:éi m)

Py KATIHIN REED

Rderyicter atravinusty

# 2 U ;
R By

The word for tnat

Woridhwi el

Calibration Factor ?q-‘ % 1O «muitiply displayed activity by 10

In-111 Activity: _ mCi Volume: ml

Once ;'g'u’F ﬁ%ﬁnrtmeut establishes a Y-90 syringe calibration factor, it
should be used for all subsequent patient doses of Y-90 Zevalin of this
volume.

lﬁ;gu have any questions, please call your local Syncor Pharmacy

At W b-25-02

DISPENSING PHARMACIST DATE-
NOTE: Your Radivactive Materials License may require that additional
or other procedures be followed.
© 2002, Syncor Intermational Corporation
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(Juadramet’

Samarium Sm 163 Lexidronam hjgction

GEOMETRY CONSIDERATIONS
FOR DOSE CALIBRATORS

IMPORTANT NOTE: There will be differences in dose calibrator aciivity measurements
from geometry variances between plastic syringes and glass vials containing Quadramet®.

Svacor Int’} Corporation
Pharmacy Servire Center - 8181 Presidents Drive

You must establish a Sm-153 syringe Hm,_,ls o PR 1703 T17/5663
calibration factor for your dose calibrator. SR AR BT 2 L MDS ; P
To do so, place this syringe in your dose )
calibrator. Manually select a calibration factor
using the button or knob until the activity Docor SHEﬂRER ] .
displayed matches that on the prescription at Y R R i

" the stated calibration-time.,

dssenus Pain Therag 04 DT 00
Lot No. Explres
Syncor determined that when this syringe was . 8m 331_ 79<>L 10/06 /00 1 £ 00
assayed using the syringe calibration Tk TN e =
factor of 269 it assayed 756 mCi at
the time of calibration.

Once your department establishes a
Sm-153 syringe calibration factor, it shouid
be used for all subsequent unit doses of
Quadramet®.

Caution: To ba used under the direct supurvision of a physkian,

If you have any questions, please call your local PL RUHLMAN

Syncor Pharmacy. Administer Intravenously
For 1.V. Administration Only

E%M [0-6 -0

DISPENSING PHARMACIST DATE

262000 . S "0‘247" e [la~ }7

P.O. & 218179




