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REFERENCE: License #06-00843-03 Amendment
To Whom It May Concern:

Please amend our radioactive material license, number 06-00843-03, to include Y-90 as
microspheres for use in the Model SIR-Spheres, Brachytherapy Device. Authorization
is requested for 3.0 GBq (81 mCi) provided by SIRTex Medical Ltd. in accordance with
FDA requirements.

The requested activity and multiple activity holdings are required for the anticipated
administration into malignant hepatic tumors.

The proposed changes to our radioactive material use program have been approved by the
Radiation Safety committee.

Susan Davis
President & CEO

2800 Main Street  Bridgeport, Connecticut 06606 « (203) 576-6000 « www.stvincents.org
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SIR-SPHERES MICROSPHERES TREATMENT FLOW CHART

Phase 1: SIR-Spheres Microspheres

‘Pre-Treatment Evaluation

Patient Referral

Interventional Radiology
Radiation Oncology

Screening Lab Tests
Hepatic panel - Required for

treatment _

irubin above 2.0
PATIENT NOT ELIGIBLE |

Pre-Treatment Mapping
Angiography
Embolization

Nuclear Medicine
99 — MAA Scan

20% or Greater
Shunting? Less than 20%

Shunting?

Diagnostic Radiology
CT Abdomen

MRA Abdomen — if applicable
3-D Post-Processing
Baseline PET - if applicable

Phase 2: SIR-Spheres Microspheres
Administration

Patient Eligible
Schedule Treatment

SIR-Spheres Microspheres

Order 5-7 business days prior to
treatment

Radiation Oncology/Nuclear Medicine

Treatment Planning
Radiation Dosimetry

DAY OF TREATMENT

-SIR-Spheres Microspheres
- Administration
Place arterial catheter
Possnble Embohzatlon,
Supervasuon, Handling & Loadmg
Interst Ial radlatlon source anpllca

- Post-Procedure Observation
Liver Imaging (SPECT or Planar)

Post-Treatment Follow Up
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Sirtex Medical Limited
Unit F6, 16 Mars Road
Lane Cove NSW 2066 Australia

Sirtex Wilmington LLC
Unit 2-4, 16 Upton Drive
Wilmington MA 01887 USA

Sirtex Medical Inc
Unit 2-4, 16 Upton Drive, Wilmington MA 01887 USA
Telephone: 1888474 7839

SIRTe

SIR-Spheres® microspheres
(Yttrinm-90 Microspheres)

1.  DESCRIPTION

. Al persons handling, dispensing and implanting this
device must be familiar with and abxde by all Local

The data are from a clinical trial with 34 patients on
chemotherapy only, and 36 paticnts on chemotherapy plus

Slmc And Fedcml gulatory & 8

ive materials, A ted radiati
prol:cuon technigues should be used to protect staff
when bandling both the i xso!opc and the patient.

SIR-Sph p

Potential Serious Adverse Events Due to High Radiation
. Acute pancreatitis —- causes immediate severe
ibdominal pain. Verify by SPECT imaging of the

. Some patients may gastric  p
following treatment but H-2 blocking agents may be
used the day before implantation of SIR-Spheres
microspheres and continued as needed to reduce gastric

SIR-Spheres  microspheres  comsist of  bi bl
microspheres containing yttrium-90 with a size between 20 and
60 microns in diameter. Yttrium-90 is a high-energy pure beta-
emitting isotope with no primary gamma emission. The
maximum energy of the beta particles is 2.27MeV witk 2 mean
of 0.93MeV. The maximnm range of emissions in tissue is
limm with a mean of 2.5mm. The half-life is 64.1 hours. In
therapeutic use, requiring the isotope to decay to infinity, 94%
of the radiation is delivered in 1] days. The average number of
particles implanted is 30 ~ 60 x 10% SIR-Spheres microsphercs
are a penmanent implant.

SIR-Spheres microspheres are implanted into a hepatic tumor by
injection into either the common hepatic artery or the right or
left hepatic artery via the chcmothernpy cuhcler port. The SIR-
Spheres mi ly in the liver,
primarily due lo the unique physiological characteristics of the
hepatic arterial flow, the tumor to normal liver ratio of the tissue
vascularity, and the gize of the tumor. The tumor usually gets
higher density per unit distribution of SIR-Spheres microspheres
than the normal liver. The density of SIR-Spheres microspheres
in the tumor can be as high as 5 1o 6 times of the normal liver
tssue. Once SIR-Spheres microspberes are implanted into the
liver, they are not metabolized or excreted and they stay
permanently in the liver. Each device is for single patient use.

2. INDICATIONS FOR USE

SIR-Spheres mi h are indicated for the of
unresectable metastatic liver tumors from primary colorectal
cancer with adjuvant intra-hepatic artery chemotherapy (THAC)
of FUDR (Floxuridine).

3. CONTRAINDICATIONS

SIR-Spheres microspheres arc indicated in patients who

have:

- had previous external beam radiation therapy to the liver;

. ascites or are in clinical liver failure;

- markedly sbnormal synthetic and excretory Liver
function tests (LFTs);

. greater than 20% lung shunting of the hepatic artery
blood flow determined by Technetium MAA scnn,

- il that di 1

vascular anatomy lhul would result in significant reflux
of hepatic arterial blood to the stomach, pancreas or
bowel;

. disseminated extra-hepatic malignant disease;

. been treated with capecitabine within the two previous
months, or who will be treated with capecitabine at any
time following  trcatment  with  SIR-Spheres
microspheres;

» portal vein thrombosis.

complications.
. Mnny pnucms may cxperi:nce sbdominal pain
after of SIR-Spheres
h and pam rehef mny be required.
. SIR-Sph d a mid
sensitization potential when tested dermally in an animal
model.

6. CLINICAL TRIAL RESULTS

In a randomized, controlled clinica) trial, a total of 70 patients
were studied in two arms, 34 patients with FUDR chemotherapy
(control group), and 36 patients with FUDR plus SIR-Spheres
microspheres. The results are shown in the following tables,

Table 1 —~ Tumor Response by Volume
Res CR PR NC PD Others
1 7 12 9 5
SIR-Spheres 2 16 10 5 3
mu:osphmx
* (P=0.033)
Tumor was d by two CT scans in

a 3-month rimervul period.

CR = Complete Response, PR = Partial Response,
NC = No Change, PD = Progressive Discase,
Others = No follow up, or unmeasurable

Table 1 indicates that there is a statistically significant
improvement of the tumor response rates (CR+PR) in the group

treated with FUDR plus SIR-Spheres microspheres, when
compared with the group treated with FUDR only.
Table 2 - Time to First Pri ive Disease in the Liver
FUDR +
FUDR Only SIR-Spheres
microspheres
Number of Patients 34 36
Mean Time in Days +/- 312 Days 510 Days
S5D* +/-330 +-516
Median Time in Days* 233 Days 366 Days
*P=0.05)

Progressive Discase was defined as more than 25 % increase of
fumor volume, or development of new lesion(s) in the follow up
CT scan, when compared to the pre-treatment CT scan.

ibd (Yitrium-90 B hlung image) and test
for serum amylase.

. Radiation Pn — causes
nonproductive cough. Verify by X-ray evidence of
pneumonitis.

. Acute Gastritis — causes abdominal pain, Verify by
standard methods to diagnosis gastric ulceration.

Tained

. Radiation Hepafitis — causes
deterioration of lver function. Verify by transcutancous
core biopsy of the liver.

. Acute ch titis --—~ causes si upper

abdominai pain and may require cholecystectomy for
resolution. Verify by appropriate imaging studies.

8.  PATIENT SELECTION AND
PRE-TREATMENT TESTING

. Paumts are indicated for treatment vmh SIR-Spheres
h when the cancer in the
Iiver is considered non-resectable. In any of the following
circumstances, patients would generally be considered
non-resectable:

1. multiple liver metastases together with involvement
of both lobes;

2. tumor invasion of the hepatic confluence where the
three hepatic veins enter the IVC such that none of
the hepatic veins could be preserved if the
metastases were resected;

3. tumor invasion of the porta hepatis such that neither
origin of the right or left portal veins could be
preserved nf resection were undertaken; and

4, such that would
require removal of more liver than is necessary to
maintain life.

. Resectability may be evaluated via imaging with a triple
phase contrast angio-portal CAT scan or MRI.

Patient Tests Before Treatment with SIR-Spheres
microspheres

ded before

The foll g tests are

. A hepatic should be p d to
arterial anatomy of the liver.

. A nuclear medicine break-through scan (Intrabepatic
Techretinm MAA Scan) to determine the percent lung
shunting. If a port has been inserted, this test can be
performed through the port.

. Serologic tests of liver function should be performed to
determine the extent of liver function damage.

Table 2 indicates that there is a delay of
time to progression of the disease in the group wreated with
FUDR plus SIR-Spheres microspheres, when compared with the
group ireated with FUDR only.

ppropriate imaging studijes are recommended to determine the
extent of disease. These may include chest x-ray, CT scan of
chest and abdomen, abdominal ultrasound and & bone scan.

9.  RADIATION SAFETY

4. WARNINGS 7. ADVERSE EVENTS The and implant p dure must be as
. lnadvcnem delivery of SIR-Spheres microspheres 1o the When the patient is treated with proper lechnique, without :::_:)gu: polcnually scn::zs;;:d):uon Ful;d:dl:‘:cs:‘ﬁfn d 2
ASHTO inal tract or pancr will cause acute excessive radiation 1o any organ, the common adverse events  ysage guidelines should be followed 1
1 pain, acute p oF peptic after receiving the SIR-Spheres microspheres are fever, transient and post-implantation care. "
. High levels of implanted radiation and/or of h lobin, mild to mod sbnormality of liver
shunting to the Jung may lead to radiation pneumonitis. function tests (mild increase in SGOT, alkaline phosphatase,  The following are sample measured thermoluminescent
. Excessive radiation 1o the normal liver parenchyma may bilirubin), ab pain, nausca, iting, and diarrhea, dosi y (TLD) 0 1
result in radiation hepatitis. i 4
. Inadvertent delivery of SIR-Spheres microspheres 1o the In the phase Tl randomized contwrolled clinical wial with Table 4 — Exposure Dose Per Patient for Implant
gall bladder may result in cholecystitis. 70 patients, there was a minimal increase of Grade 1 and Preparation (Technologist)
2cvents, mostly transient abnormal LFTs and nausea and
5. PRECAUTIONS vomiting in the patients who reccived SIR-Spheres ms:'rlmk(mmml L:slvﬂ;h:;ye ms?m@?m)
. No swdies have been done on the safety and microspheres. There was no difference in the mumber of patients Shallow Dose | 0.027 (2.7) 0.026 (2.6) 0.35 (35)
cffectiveness of this device in pregnant women, nursing who developed Grade 3 and 4 adverse events between the two (0.07mm)
mothers or children. groups. No patient d.i;d due to the adverse events directly Decp Dose 0.003 (03) 0.004 (0.4)
. Due to the radloucuwty of this devnce and the mgmﬁcml related to SIR-Spheres microspheres. (10 mm)
of 1 the in sim, this Assuming handling of a 3 GBq device and dose preparation time
product must be implanted by doclors wn.h di ’mle 3~ Adverse Events of 30 mi:uus TL?)s were wc:]m near the pelvis, onplhc shirt’s
trrining in the handling and impl ique for Grade 1 and 2 Grade3 and 4 : lapel, and on the working finger.
this device. FUDR + FUDR +
. Sirtex recommends a SPECT scan of the upper abdomen Events |FUDR{ SIR-Spheres |FUDR| SIR-Spheres | Table 5 - Exposure Dose Per Patient for Implant Procedure
be performed immediately after implantation of SIR- microspheres microspheres hysician)
Spheres microspheres, The SPECT scan will detect the moglobin 4 5 1 0 ﬁl’_y Lens of the Hands
Bremsstrahlung radiation from the yttrium-90 to confirm ilirubin 7 2 [} 1 Trunk Eye mSv
placement of the microspheres in the Liver. AST (SGOT)| 110 109 14 7 mSy (mrem) mSY (mrem) mrem]
*  This product is radioactive. The use of this device is [l Phos. 50 188 s 14 Shallow Dose | 0.038 (3.8) 0.12(12) 032 (32)
regulated under Title 10 of the Code of Federal Navsea/ 3 13 2 1 (0.07mm)
Reguiations Part 35. These regulations must be followed Vomiting Decp Dose 0.004 (0.4) 0.054 (5.4)
when handling this device. Diarrhea 3 3 1 0 (10 mm)
[Total 222 320 23 23 Assuming average palient dose of approximately 2 GBq and

® SIR-Spheres is a Registered Trademark of Sirtex SIR-Spheres
Py Lid

SSL-US-07

Date of Issue: September 2006

dose injection time of 20 minutes.
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Sirtex Medical Limited
Unit F6, 16 Mars Road
Lane Cove NSW 2066 Australia

Sirtex Wilmington LL.C
Unit 2-4, 16 Upton Drive
Wilmington MA 01887 USA

Sirtex Medical Inc
Unit 2-4, 16 Upton Drive, Wilmington MA 01887 USA
Telephone: 1 888 474 7839

Post-Implant Exposure

Exposure data from paticnts implanted wilk an average of
11GBgq at approximately 5-6 hours post implantation at the
following distances from the paticnt’s ebdomen:

0.25m 18.8 uSv/hr
0.5m 9.2 pSv/hr
Im 1.5 pSv/br
2m 0.4 uSv/hr
4m <0.1 pSv/hr

{ImSv = 100 mrem)

0. HOW SUPPLIED

SIR-Sph i b d in a vial with water for
n)ecuon Each vial contams 3GBq of yttrium-90 (at the time of
cilibration) in a total of 5 cc water for injection. Each vial
contains 40 - 80 million microspheres. The vial is shipped
within a 6.4mm thick, lead pot. The package consists of a

imp-sealed SIR-Sph h glass vial within a lead
Pot, and a package insert within Type A packing bucket.

The vial and its contents should be stored inside its
i iner at room

(15-25°C, 59-77°F).

‘The calibration date (for radioactive contents) and the expiration
information are quoted on the vial label. The useful life of the
SR -Spheres microspheres is 24 hours from the time of
cilibration. The particle size has been validated before
shipment, as 32.5u +/- 2.5 u Less than 10% will be <30 pand
>335

APPENDICES

L General Information

x Dosc Preparation Procedure

k118 Calcnlation of Individual Dose

XV, Radiation Dosimetry

V. Technique for Performing the lotra-hepatic
Technetinom MAA Scan

VL Correction for Decay

APPENDIX I - GENERAL INFORMATION

Rustricted to Accredited Facilities

SR-Spheres microsph may only be di: hed to a duly

liensed or acceredited facility capable of handling therapentic
mdical isotopes.

Rustricted to Licensed Physicians

This device is licensed by the Agency for distribution to persons
lictnsed pursuant 1o 105 CMR 120.500, 120.541 and 120.543 or
lun‘lcr cqmvnlcm licenses of the Nuclea.r Regulalory

an Agr State, or a ) ing State. Only
doctoys qualified and licensed under Title 10 Code of Federal
Regulations Part 35 (Nuclear Regulatory Commission) may
order and implant SIR-Spheres microspheres.

APPENDIX II - DOSE PREPARATION
PROCEDURE

. Unpack SIR-Spheres microspheres, leaving shipping vial

in lead pot.

. Place on the bench top in a lead or acrylic shiclded box if
available.

. Remove the center of aluminum seal from sterile v-vial
with forceps, and clean the septum with an alcohol swab.

. Place the v-vial in an empty lead pot (10 ¢cm x 6 cm) for

stability and shielding,

. Insert a short 25 gauge needle through the septum of the v-
vial until it just picrces the septum to create a vent

. Remove the SIR-Spheres microspheres shipping vial from
the lead pot and shake vigorously to disperse the SIR-
Spheres microspheres.

. Using a dose calibrator, determine the activity in the
shipping vial and retarn it to the lead pot.

. Remove partially the aluminum seat of the SIR-Spheres
microspheres shipping vial, clean with alcohol swab.

- Insert a 25 gauge needle through the septum of the
shipping vial to create a vent, ensuring the needle is well
clear of the contents in the shipping vial.

. Use a shielded 5m! syringe with a 21 gauge hypodermic
needle at least 50mm long to punciure the septum of the
SIR-Spheres microspheres shipping vial, and quickly draw
back and forth several times in order to mix the SIR-~
Spheres microspheres thoroughly.

. Quickly withdraw the p: Iculated patient radiation dose,
and transfer into the vented v-vial in the other lead pot.
Withdraw the required amount quickly before ihe contents
of the shipping vial start to scttle,

. Verify the patient dose in the v-vial by re-measuring the
activity in the shipping vial with dose calibrator, and
comect, if necessary.

SSL-US-07

. Put the v vial, containing the confirmed patient dose into
the dedicated acrylic shield.

The patient dose is now ready for ransport to the SIR-Spheres

microspheres implantation room.

APPENDIX Il - CALCULATION OF
INDIVIDUAL DOSE

There are Ily two p methods in calculating the
individua! patient dose; the partition mode! (individual dose
calculation), and empirical model. The empirical modei accepts
the safety margins of the dose known from the previously
published clinical data and chooses the most safe and effective
dose from it. The empirical model has been used in the pivotal
clinical trial of the SIR-Spheres microspheres.

The patient dose can be determined according to the foltowing
Table 1.

Table 1 — The Recommended Patient Dose

To assess arterial perfusion of the liver and the
fraction of radiopharmaceutical tracer that will
pass through the liver and lodge in the lungs
Technetium-99 labeled MAA
(Macro-Aggregated Albumin)

150MBq (4 mCi)

Any large FOV gamma camera

The patient needs to have a surgically
implanted port or trans-femoral catheter placed
in the hepatic artery. The Technetium-99
Jabeled MAA is injected into the port or
catheter.

The patient is positioned supine under the
gamma camera and the images recorded

» Anterior and posterior images of abdomen
and thorax

Collect 700k ~1000k cts for abdomen and
same time for thorax

Right lateral abdomen — same time
acquisition as for anterior

Draw ROI around whole of liver and whole of

Purpose:

Agent:
Dose:

Equipment:
Administration:

Imaging:

The % Involvement by the Recommended
Tumor in the Liver Y-90 Dosc*
>50% 3.0 _GBq
25%-50% 25 GBgq
<25% 2.0_GBq

Caution: The recommended implanted activities are specific
to SIR-Spheres microspheres. They are not
applicable and should not be extrapolated to other
implanted Y-90 sources.

®  When there is 10 % or more lung shunting, the patient
dose would be further reduced, according to the following
table 2.

Table 2 — Dose Reduction Factors for Patients with Lung
Shunting

hung fields. Calculate G mean for liver region
and lung region

Calculate Lung/Liver ratio using the following
formula

% lung shunting = (counts of total lung/counts
of total Jung pius counts.of Liver) x 100

If percent lung shunting is >10% then there is
need for dose reduction of SIR-Spheres
microspheres (see Table 1 below)

Interpretation:

Table 1 — Dose Redaction Recornmendations

Per Cent Lung Shunting Activity of SIR-Spheres
microspheres |
<10% Deliver full amount of

SIR-Spheres microspheres

Reduce amount of

10%10 15%

% Lung Shuntin; Reduction l'u:tor SIR-Spheres microspheres
<10% No red by 20%
10%-15% 20% : 15%10 20% Reduce amount of
15%-20% 40% SIR-Spheres microspheres
>20% No T by 40%
>20% Do not give SIR-Spheres
Lung Shunt Calculation Procednre : |

e Inject 4 mCi (150MBq) of Tc-99m MAA into the hepatic
artery via a port or catheter;

. Use a large FOV gamma camera, and obtain anterior and
posterior images of the chest and abdomen (with 700k 1o
1 million counts on abdomen, and the same count on the
chest);

*  Take right lateral abdomen, nsing same count;

. Draw ROI around the whole liver and the whole lung and
get the total counts for the lung and the liver;

»  Calculate the % shunt using following formula:

APPENDIX VI- CORRECTION FOR
DECAY

The physical half-life of yiirium-90 is 64.1 hours. Radioactive
decay factors should be applied at the time of patient dose

preparation, in order to calculate the true value of radioactivity
present.

Table 1 —Decay Factors of Yitrinm-90 SIR-Spheres

% Shunt = (Lyng Counts / Liver Counts + Lung Counts) x 100 F"‘c_“’L_WL”
Hours Decay Factor

APPENDIX IV - RADIATION °i5 gz;;
DOSIMETRY 2 0575
The radiation dosimetry of the SIR-Spheres h can be 3 0.968
a complex and difficult task due to the iform distribut 4 0.956
of the particles in the normal liver and the tumors, In general, E] 0547
1 GBq (27 mCi) of Yttrium-90/kg of tissue provides 50 Gy of 6 0.937
radiation dose.'!  However, because of the non-uniform 7 0.927
distribution of the dose between the tumor and the normal liver 8 0.917
tissue, a proportionally larger amount of radiation will be 9 0.507
delivered to the tamor tissue, and less amount to the Liver. 10 0.898
For example, a patient has a liver weighing 1500 g, and has two i; gzg:
tumor nodules, a8 4cm size tumor in the right lobe, and a8 3cm =
size nodule in the left lobe. The post-injection images suggest 24 0.772
that there is 5:1 density ratio for unit volume between the tumor 36 0678
and the liver. The patient received 2 GBq of SIR-Spheres 48 0.595
microspheres. In such a case, the d radiation dose 10 72 0.459

the tumor is 294 Gy and the dose to the liver tissue is 58.5 Gy.
The radiation dose for other organs would be minimal or
negligible, except for the organs adjacent to the liver, such as the
stomach, large imestine, gall bladder, and the lumg The
radiation dose may increase significantly, when there is shunting
of the anterial blood to the lung, stomach, or small intestine.

APPENDIX V - TECHNIQUE FOR
PERFORMING THE INTRA-HEPATIC
TECHNETIUM MAA SCAN

! Russeil, Carden, Herron: *Dosimetry Calculations of

Yirium-90 used in the treatment of Liver cancer.”
Endocurietherapy/Hypertherm Oncol. 1988;4:171-186

Date of Issue: September 2006

The time of the initial calibration must be converted
to the user's local time.

Caution:
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A. A brachytherapy device is defined by CMS as a “seed or seeds (or radioactive source)” that are themselves
radioactive, meaning that the sources contain a radioactive isotope®. Brachytherapy devices require penetration of
the skin or surgery to insert the device directly into the interstitial tumor bed. Unlike Radiopharmaceuticals,
Brachytherapy devices are not metabolized by the body. SIR-Sphere’s microspheres represent a permanent form of
brachytherapy that continues to deposit radiation until the resin microspheres have completely decayed.* The resin
microspheres will remain implanted in the patient for the remainder of their life. The term “Radiopharmaceutical”
means a radioactive isotope that contains by product material combined with chemical or biological material; and is
designed to accumulate temporarily in a part of the body for therapeutic purposes or for enabling the production of a
useful image for use in a diagnosis of a medical condition.> SIR-Spheres microspheres are a permanent
Brachytherapy device not a Radiopharmaceutical.

sheres infusion and how are other sites coding it?

heres micros,

Q2. What is the correct code for SIR-S,

A. Thereis no consensus of opinion on the correct coding of the SIR-Spheres microspheres infusion nor is there coding
consistency among the sites providing this service. We have listed common coding options. Coding is based on the
desctription of the procedure contained in the medical records. It is imperative that the documentation support the
codle choice. If the procedure does not clearly describe an interstitial placement, the CPT code describing interstitial
placement should not be used to describe the procedure. In addition to following CPT guidelines for coding,
Medicare’s correct coding initiative as well as payer medical policies should be reviewed for coding guidelines.

Q3. Do certain payers have specific coding requirements for the procedure? =

A.  Some payers, such as BCBS of NC and CIGNA have coverage policies recommending specific procedure code(s).
However, many payers have not established specific coding guidefines and assess the daims at the time of the procedure.

Q4. Why are there two codes listed to describe the Yttrium-90 and how is the Yttrium-90 |

A.  When SIR-Spheres microspheres are administered in the hospital outpatient department to a Medicare beneficiary,
Medicare requires hospitals to identify the SIR-Spheres microspheres by using the HCPCS C code, C2616, on the
hospital bill. Use of C2616 enables the hospital to receive payment for the SIR-Spheres microspheres from the
Medicare program in addition to the payment for the administration procedure. SIR-Spheres microspheres are paid
separately because of the 2003 MMA legislation. Medicare payment for the Yttrium-90 is considered a cost-based
non-pass-through payment and is based on the hospital’s charge listed on the patient’s claim submitted to Medicare
reduced to cost. The Medicare contractor determines the hospital’s cost for the Yttrium-90 by applying the hospital-
spexcific cost-to-charge ratio (CCR) to the billed charges. Many private payers prefer the hospital to identify the
microspheres by using code Q3001 on the hospital bill. Private payers should be contacted regarding their coding,
coverage and reimbursement requirements.

NOTE: CCR-based payment is in effect until July 1, 2008. Refer to CMS transmittal 1139 (Change Request
5438) published December 22, 2006 and the Medicare, Medicaid, and SCHIP Extension Act of 2007.

Q5. How much does Medicare allow for the yttrium-90 devicez

A. The SIR-Spheres microspheres payment will vary between hospitals depending on their historical cost to charge ratio.
Microspheres are payable under C2616, Brachytherapy source, yttrium-90. Medicare payment for C2616 is calculated
based on the hospital’s cost for the microspheres, their charge (mark-up) for the microspheres muitiplied by their
historic cost-to-charge ratio. The formula is as follows:

Hospital’s Charge for microspheres x Hospital Specific Cost-to-Charge Ratio = $ Medicare payment for microspheres

NOTE: CCR-based payment is in effect until July 1, 2008. Refer to CMS transmittal 1139 (Change Request
5438) published December 22, 2006 and the Medicare, Medicaid, and SCHIP Extension Act of 2007.

7

This information is provided as a guide for coding services involving SIR-Spheres microspheres administration and is not intended to increase or maximize reimbursement by
any payer. We strongly suggest consulting your third-party payer organizations with regard to local coverage, coding and reimbursement policies. Providers assume full
responsibility for all reimbursement decisions or actions. Current Procedural Terminology © 2007 American Medical Association. All Rights Reserved. February 2008



a positive medical directive for SIR-Spheres microsp

A. Curently, Aetna, Cigha, and United Healthcare have national written medical directives allowing coverage of the
treatment. In addition, BCBS of IL, BCBS of NM, BCBS of OK, BCBS of TX, Horizon BCBS of New Jersey,
Independence BlueCross, and Wellmark BCBS also have positive written medical directives allowing coverage of the

treatment.

Q7. HowdoI mdlcate to the Meducare contractor I am usmg the SIR-Spheres mlcrospheres for off- '

' label use?

A. In general, Medicare contractors require procedures involving off-label use of medical technologies be coded
according to the usual coding rules. If there are appropriate listed codes, they should be used to describe the
procedure. If not, the appropriate not otherwise classified (NOC) or unlisted procedure codes should be used.
Providers concerned about clearly indicating off-label usage may note “off label use” in the remarks/comments
section on the hospital claim form, referred to as the UB-04.

NOTE: Sirtex Medical Inc.’s SIR-Spheres® microspheres are indicated for the treatment of non-resectable
metastatic colorectal cancer in combination with intra-arterial FUDR chemotherapy. Information regarding other
disease states or agents in combination with this device is different from the approved USA labeling for SIR-Spheres.

Q8. What diagnosis codes are considered off-label for SIR-Spheres microspheres?

A. Al diagnosis codes are considered off-label for SIR-Spheres microspheres except for colorectal cancer metastasized
to the liver (ICD-9 diagnosis code 197.7, billed in conjunction with 153.0-154.8).

END NOTES

1 HCPCS code S8085 is used onfy by some private payers and is not applicable to services provided to Medicare
benefidaries. Private payers should be contacted for their specific coding, coverage and reimbursement requirements.

2 HCPCS code C1775 (described FDG in 2005) was replaced by HCPCS code A9552 effective 1/1 /2006. Private payers should
be contacted for their coding, coverage and reimbursement requirements.

3 CRF TITLE 42 CHAPTER 7 SUBCHAPTER XVIII Part B § 1395 Section H
* Society of Interventional Radiology, 2007 March-April Newsletter, Volume 20 number 2 pages 14 -16.
> Source: CFR TITLE 42 CHAPTER 23 Division A. SUBCHAPTER X § 2160d

This information is provided as a guide for coding services involving SIR-Spheres microspheres administration and is not intended to increase or maximize reimbursement by 8
any payer. We strongly suggest consulting your third-party payer organizations with regard to local coverage, coding and reimbursement policies. Providers assume full

responsibility for all reimbursement decisions or actions. Current Procedural Terminology © 2007 American Medical Association. All Rights Reserved. February 2008



This is to Tknowledge the receipt of your letter/application dated

' ,O% , and to inform you that the initial processing which
includes an administrative review has been performed.

l} -0
[Il The J/Dgh}oda,“mlmstratwe omussmns \étﬂ;)pl(fcgon was assigned to a

technical reviewer. Please note that the technical review may identify additional
omissions or require additional information.

D Please provide to this office within 30 days of your receipt of this card

A copy of your action has been forwarded to our License Fee & Accounts Receivable
Branch, who will contact you separately if there is a fee issue involved.

Your action has been assigned Mail Control Number IL‘[,)»S 79
When calling to inquire about this action, please refer to this control number.
You may call us on (610) 337-5398, or 337-5260.

NRC FORM 532 (Rl) Sincerely,
(6-96) Licensing Assistance Team Leader



