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ANDA 64-195/5-002

SangStat Medical Corporation

Attention: Hana Berger Moran, Ph.D. JAN
1505 Adams Drive

Menlo park, CA 94025

8 1999

Dear Madam:

This is in reference to your supplemental new drug application
dated November 13, 1998, submitted pursuant to 21 CFR 314.70(c)
“Special Supplement - Changes Being Effected” regarding your
abbreviated new drug application for SangCya® Oral Solution
(Cyclosporine Oral Solution, USP [MODIFIED]), 100 mg/mL.

Reference is also made to your new correspondence dated December
17, 1998.

The supplemental application provides for revised container
labels, carton and package insert labeling incorporating the
changes described in your letter of commitment dated October 30,
1998.

We have completed the review of this supplemental application and
it is approved. However, we ask that you revise the insert
labeling as follows at the time of next printing.
1. GENERAL
It is preferable to include the term “non-modified” when
expressing established name for Sandimmune® to read
“Sandimmune® (cyclosporine USP, [non-modified])”.

2. ADVERSE REACTIONS - First paragraph after the first table:

...treated with cyclosporine oral solution (non-modified) in
clinical trials...

3. DOSAGE AND ADMINISTRATION
a. Newly Transplanted Patients (First paragraph):

i. Third sentence:



Replace _ R A B ol o'
“‘cyclosporine (non modified)”

ii. Fourth sentence:

Replace = - with “cyclosporine (non-
modified)”

iii. Seventh sentence:

Replace ) ' ™ with
“cyclosporine (non-modified)”

iv. Penultimate sentence:

Replace ~ - with
“cyclosporine (non modified)”

b. Transplant Patients with Poor Absorption of

Cyclosporine (Non-Modified) - First sentence:
Replace * - " with “cyclosporine

(non- modlfled) [2 places]

Revised package insert labeling may be submitted in an annual
report provided all changes have been described in full.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

@&emmm gw e

Robert L. West, M.S., .

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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" SANGSTAT Medical Corporation . . ) " PA 2511 UCP

SangCya™ Oral Solution
(Cyclosporine Oral Solution, USP [MODIFIED]) 100 mg/mL

. Ry only

WARNING R . .
Only physicians {:ml i !huapy for the indicated dxsusc should prescribe
SangCya™ (Cyl:losponn: Oral Snlunun USP [MODIF[ED]) At doses used in solid organ ransplantation, only physicians
erapy of organ transplam recipients shoyld prescribé $angCya™. Paticnls
recciving the dn.lg should bemanagu:l in faclhues equipped and staffed with adequate laboratory and supportive medical resources,
The physician respansible for maintenance therapy should have complete information requisite for the follow-up of the patient.

HfF O SangCya™, a systemic 1mmunosuppmsnm may mcrus: the sus:epllblhry o infection and the development of neoplasia. in

8 Kidney. liver, and heart wansplant patienis SangCya™ m with other i agents. Increased

1 ) susceptibility lo infection and the pe of p and other may result from the increase in
- the degree of immunosuppression in transplant paticats. .

© SangCya™ (Cyclosporine Oral Solution, USP [MODIFIED)) has increased bioavailabili i 3

{Cyclosporine Oral Solution, USP). SangCya™ (Cyclosporine Oral Solution, USP [MODIFIED]) and °5anmmmun=®

(Cyclosporine Oral Solution, USP) are not bioequivalent and cannot be used interchangeably without physician supervision.

= For a given iraugh concentration. cyclosporing exposure wil he greater with SangCya™ (Cyclosporine Orel Solution. USP

= [MODIFIED)) than with *Sandimmunc® (Cyclosporine Oral Salution, USP). Ifa palient who is receiving exceptionally high

= doses of *Sandimmunc® (Cyclosporine Oral Sofution, USP) is converted to SangCya™ (Cyclosporine Oral Solution, USP

(MODIFIED)), particular caution should be exercised. Cyclosporine blood concentrations should bé monitored in transplant
. and rheumataid arthritis patients taking' SangCya™ o avoid toxicity due to high concentrations. Dose adjustments should be
made in transplant patients 10 minimize -passible organ rejection due to jow concentrations. Comparison of blood
concentrations in the published literature with blood concentrations obtained using curent assays must be done with detailed
knowledge of the assay methods emplayed.

For Psoriasis Paients (See also Boxed WARNINGS abave)

Psoriasis paticnts previausly (reated with PUVA and to  lesser extent,
UVB, coal tar, of radiation therapy, are at an increased risk of developing skin malignancies when teking SangCya
(Cyclosporine Oral Solution, USP [MODIFIED)).

Cyclosporine, the aclive ingredient in SangCya™, in recommended dosages, can cause systemic hypertension and
nephrotoxicity. The risk increases with increasing dose and duration of cyclosparine therapy. Renal dysfunction, including
structural kidney damage, is a potential consequence of cyclosporine, and therefore. renal function musi be monitared during
therapy. <

DESCRIPTION: SangCya"' (Cyclosporine Oral Sofution, USP (MODIFIED]) is an oral formulation of cyclosporine that
y form: in an aqueous

NOTE: Th C ine Oral Solution for Mi fon™ has been changed throughout the insert 1o read
“Cyclosporine Oral Solution, USP (MODIFIEDY",

Cyclosporine, the active principle in SangCya™, is a cyclic polypeptide immunosuppressant agent consisting of 11 amino acids,
T'is produced as a metabolite by the fungus specics Cordyceps militaris.

Chemically, cyclosporine is designated s [R-{R". R*-(E)]}- cycllc (1-2lany1-D-atanyl-N-methyl-Lleney -N-methy-L-leucy |-
methyl-L-valyl-3 y-N4-dimethyl-L-2 yeyl-N. ghycyl-N-methyl-L-lcucyl-L-
ValyT Nty L -leucy .

SangCya™ (Cyclosporine Oral Solution, USP [MODIFIEDY) is available in 50 mL bottles.

Exch ml. contains:
cyclosporine, USP
alcohol, USP dehydrated -
Inactive Ingrediens: propylenc glycol USP, polysorbate 80 NF

The structural formula of ine (also known as ine A) is:

mg/ml.
. 10.5% volivol (s 4% wtvol)

,CH—Cily

Meval — N~ h- G = Abu o~ MeGly

MeLex - cH1 5 MeLeo
]

MeLen — D-Ala — Aln - MeLeu — Va}

Coatin®0y Mal. We. 1202,64

CLINICAL PHARMACOLOGY: C ine is a poent i agent that in animals prolongs survival of allogeneic transplants involving
skin, kidney, liver, heart, pancreas, bone marrow, small iniestinc, and lung. Cyclosporin has becn demonstrated to suppress some humoral immunity and o a
grealer extent, cell-mediated immune reatttons such as allograft rejection, delayed y, allergic Freund's adjuvant
arthritis, and graft vs. host discase in many animal specics for a varicty of organs. E

The effectiveness of cyclosporine resulis from specific and reversible inhibition of immunocompeient lymphoeytes in the Gg-and G)-phase of the ccll cycle.
Tlymphocytes are preferentially mbibited. The T helper ecll i the matn targes, although the T-suppressor cell may also be suppressed. Cyclosporine also inhibits
Iymphokine production and release including interleukin-2.

No effects on phagocytic function (changes in enzyme secretions, ic migration of migration, carbon clcarance in vivo) have
been detecicd in animals, Cyclosporine docs not causc bone marow suppression in animal models or man.

P es: The i ive activity of ine is primarily due to parent drug, Following oral administrati on of ¢

is i The extent of ion of is dependent on the individual paticnt, the patient i of
cyclosporine is primarily biliary with only 6% of the dose (parent dnig and metaboliics) excreted in urine. The dlsposllmn of cyclosponne from blood is
generally biphasic, with a terminal half-life of approximately 824 hours (range 5 to 13 hours). Following intravenous administration, the blood clearance of
cyclosporine (assay: HPLC) is approximately 5 to 7 mL/min/kg in adul recipients of renal or liver allografis. Blood cyclosporine clearance appears o be slightly
slower in r.ardu: transplant patients.

The relationship hemun administered dose and exposure (area under the concentration versus time curve, AUC) is linear within the therapeutic dose range.
The intersubject variability (total, %CV) of cyclasporine expasure (AUC) when Cyclosporine (MODIFIED) or Cyclosporine (Noo-Modified) is admiinistered
ranges from approximately 20% 10 50% in renal transplant patients. variability contributes to the need for ion of the dosing
regimen for optimal therapy. {See DOSAGE AND ADMINISTRATION) Inn’asubjucl vartability of AUC in senal teansplant recipicnts (%CV) was 9% 10 21% for
Cyelosporine (MODIFIED} and 19% to 26% for Cyclosporine (Non-Modificd). In the same studies. intrasubject variability of trough concentrations (HCV)
was 17% 10 30% for Cyclosporine (MODIFIED) and 16%: 1o 38% for Cyclosporine (Non-Modified).

Absorption: SangCya™ (Cyclosporine [MODIFIED)} has increased bioavaitability compared to *Sandi ®, The absolute bi i
administersd as *Sandimmune® is dependent on the patient populaion,esimaed fo be ess than 10% in liver transplant patients and as great pol 7
venal transplant patients. The absolute bioavai as Cy (MODIFIED) has not been determined in adults. in studies
of renal transplant, theumatoid arthritis and psonaus paticnis, the mean cyclosporine AUC was approximately 20% to 50% greater and the peak blood
(Crasy) Was 40% 10 106% preater following administratian of Cyclosporine (MODIFIED) compared 10 following

ion of ., The dose ized AUC in de novn liver transplant patiesss administered Cyclosporine (MODIFIED) 28 days after
wansplantation was 50% greater and Cp, was 90% Srealer than in those patients administered *Sandimmune®. AUC and Cy are also increascd
[Cyclosporine (MODIFIED) relative to *Sandimmune® in heart transplant patients, but data are very limited. Altfiough the AUC and (f,’m values arc higher
on Cyclosporine (MODIFIED) relative to *Sandimmune®, the pre-dose 1rough concentrations (dose-normalized) arc simila for the two formulations.

Following oral administration of Cyclasporine (MODIFIED), the time to peak blood cyclosporine concentrations (Tr,) ranged from 1.5 1o 2 hours. The
1 f

with C (MODIFIED) decreases the cyclosporine AUC and Cpyq. A high fat meal (669 kcal. 45 prams far) consumed within
ome-half hour before Cy ine (MODIFTED) administration decreased the AUC by 13% and Cenyy by 33%. The cffects of a low fal meal (667 keal. [5
grams fat) were similar,
The effect of T-tube diversion of bile on the abs of inc (MODIFTED) was investigated in cleven de nava liver transplant

stered Cy:lmponne (MODIFIED) wllh and without T-tube diversion of bile. very litle difference in ahsorptian was

patients, When the patients were adi
‘maximal cyelosporine blood concenieations from pre-dose values with the T-tube closed relative to when it was open:

abserved, as measured by the chang
6.9 + 81% (range -55% 10 63%).

Y Pharmacakinetic P 5D
S

Patient Dose/day! Dose/weight AUC? Conx Trough® CLF CLIF o,
Population (mg/d) (mg/kg/d) (ng-hr/mL} (ng/mL) (ng/mL) (mL/min) {mL/min/kg)
De novo renal transplani® T 5972174 7.95+2.81 877222089 18021428 3612129 593204 7.822.9 0
Week 4 (N=37)
Stable renal transplamé 3442122 4,10£1.58 60352194 13332469 251=116 4922140 5.922.1
(N=55)
De novo liver lransplnnlS 458190 6.8923.68 718722816 15552740 268=101 5772309 8.6£3.7
Week 4 (N=18)

De novo rhevmatoid 182255.6 2372036 26412877 7282263 96.4+31.7 6132196 83228
arthritis® (N=23)
De novo psoriasis® 189269.8 2.480.65 2324:1048 6552186 74.9246.7 7232186 10.2+39

Week 4 (N=18)

TTotal daily dosc was divided into (wo doses administered every 12 hours

2 AUC was measured over onc dosing Interval

> Trough concentration was mezsured just prior lo the morming Cyclosporine (MODIFIED) dase, approximately 12 hours after the previous dose

¢ Assay: TD specific
£ Assay: Cyclo-trac specific monoclonal radioimmunoassay

: INCSTAR specific monoclonal radioimmunoassay




Distribution: Cyclosporine is distributed lalgel?’ outside the blood volume, The steady state volume of distribution during intravenous dosing has been reroned 2310
S Likg in solid organ transplant recipients, In biood, the distribution is ion dependent, i 33% 10 47% is in plasma, 4% fo 9% in [ymphocytes,
5% 10 12% in granulocytes, and 41 ';m 58% in erythrocytes. At high concentrations, the binding capacity of leukecytes erythrocytes becomes saturated. In plasma,
approximately 90% is bound to proieins, primarily lipoprotcins. Cyclosparine is excreied in human milk. (See PRECAUTIONS, Nursing Mothers)

ism: C; inc is i jzed by the P—450 101-A enzyme system in the liver, and 10 a lesser degres in the gastrointestinal
wract, and the kidney. The metzbolism of Syclosporine can be altered by the co-administration of & variety of agents. (See PRECAUTIONS, Drug Interactions) At
least 25 metabolites have been identified from human bile, foces, blood, and urine. The biological activity of the metabolites and their contrikations to toxicity
are considerably less than those of the parem compound. The fajor metabolites (M1, M9, and MAN) result from oxidation at the L-beta, 9-gamma; and &.N..
demethylated positions, respectively, At sieady state following the oral administration of Cyclosporine (Non-Modified), the mean AUC for blogd concentrations
af M1, M9 and MaN are about 70% 21%, and 7.5% of the AUC for blood cyclosporine concentrations. respectively. Based on blood concentration data from
stable renal ansplant patients (13 patients sdministercd Cyclosporine (MODIFIED) and Cyclosporing (Non Moo in o eoveameer study); and bile

BIFIED). 3 admii Cyclosporine (N i

(

i 3 P the
MODIFIED) or Cyclosporine (Non-Modified) is administered.

concentration data from de nove liver wransplant patients (4  2dministered Cyclosporine (MO
percentage of dose present os M1, M9, and MaN metabolites is similar when eithes C: il

ion: Only 0.1% of 2 ine dosc is excreicd in the urine, is primarily biliary with only 6% of the dose (paremt drug and
metabolites) excreted in the urine. Neither dialysis nor renal failure aher cyclosporine clearance significantly.

Drug Intersctions: (See PRECAUTIONS. Drug Interactions) When di or was ini with inc in itoid acthritis
paticnts, the AUC of dicl and each was signi increased. (See PRECAUTIONS, Drug Interaciions) No clinically significant
pharmacokinetic interactions occurred between ine and aspirin, piroxicam of i i : .

Speciat P ions: Pediatric F ian: P inetic datz from pediatric patients administered Cyclosparine (MODIFIED) or Cyclosporine (Non-
Modified) are very limited. In |5 renal transplant patients aged 3 10 16 years, cyclosporine whole blood clearance afier IV administration of Cyclosporine was
10.623.7 mL/minkg, (assay: Cyclo-trac specific R1A). In a study of 7 renal transplant paticnts aged 2 10 16, the cyclosporine clearance ragged from 5.8 1o

15.5 mU/min/kg. In 9 liver ransplant patients aged 0.6 10 5.6 years, clearance was 9.325.4 ml/min/kg (assay: HPLC).

In the pediatric population, Cyclosporine (MODIFIED) alse an increased bioavail s compared 10 Cyclosporine (Non-Medified), In 7 liver
de novn iransplant patients aged .4 to 10 years, the absolute bicavailability of Cyciosporine (MODIFIED) was 43% (range 30% lo 68%) and for Cyelosporin
(Non-Modified) in the same fndividuals absolute bicavailability wes 28% (range 17% to 42%). R

Pedlatric P P [t SD)
Patient Dose/day Dose/weight AUC [ CL/F - €LF
Population (mg/d) (wg/hg/d) (ng-hr/mL) (ng/mL} (mL/min) (mL/min/kg)
Stable liver transplant?
Age 2-8, Dosed TID (N=9) 101£25 5.95x1.32 21632801 6291219 285194 16.624.3 .
Age 8-15, Dosed BID (N=8) 188255 4.96+2.09 427211462 975:281 37880 102140 .
Stable fiver wansplant? -
Age 3, Dosed BID (N=1) 120 833 5832 - 1050 11 119 -
Age 8-15, Dosed BID (N=5) 158155 5.51=1.91 4452%2475 1013635 328121 | 11.0x1.9 .
Stable renal transplant® B j R
Age 7-15, Dosed BID (N=5) 328283 1373411 - 69221988 18272487 418143 8.752.9

TAUC was measured over one dosing interval N -
2Assay: Cyclo-trac specific monoclonal radioimmunoassay

3Assay: TDx specific mon tari imm . . »
Geriatric Population: Comparison of single dosc dala from both normal elderly volunteers (N=18, mean age 69 years) and elderly rheumatoid arthritis patients
(N=)6, mean age 68 years) (0 single dose data in young voluntecrs (N=16, mcan age 26 years) showed no significant difference in the ineti
parameters.

Clinical Trials: id Arthritis: The i of C (Non-Modified) and Cyclosporine (MODIFIED) in the teeatment of severe
theumatoid arthritis was evaluated in 5 clinical sudies invalving a total of 728 cyclosporine treated patients and 273 placebo trested patiens.

A summary of the results is presented for the "responder” ratcs per treatment group. with a responder being defined as a patient having completed the trial with
2 20% impravement in the tender and the swollen joint count and a 20% improvement in 2 of 4 of investigator global, patient glabal, disabilyty, and enywooye
sedimentation rates (ESR) for the Studies 65) and 652 and 3 of 5 of investigator global, patient global, disability, visval analog pain, and ESR for Studies 2008,
654 and 302.

Study 651 enrotled 264 patients with active theumatoid arthritis with at least 20 involved joints, who had failed at least one major RA drug, using a
3:3:2 randomization to one of the following three groups: (1) cyclosporine dased at 2.5 to S me/kg/day, (2) meshotrexale at 7.5 to 15 mg/week, or (39 placebo.
Treatment duration was 24 weeks. The mean cyclosporine dase at the last visit was 3.1 mg/kgiday. See foltowing Graph. :

Study 652 enralled 250 patients with active RA with >6 active painful ot tender jaints who had failed at least one major RA drug. Patients were randomized *
using  3:3:2 randomization o 1 of 3 trcatment arms: (1} 1.5 to § of ine. (2) 2,5 10 5 ine, and (3) placebo, Treatment
duration was 16 weeks, The mean cyclosporine dose for group 2 at the last visil was 2.92 mg/kgiday. Sec following Graph. -

Study 2008 enrolled 144 paticnts with active RA and >6 active joinis who had unsuccessful reaiment courses of aspirin and gold or Penicillamine. Patients
ine 2.5 10 § i i

were randomized to 1 of 2 treatment grovps (1) with after the first month to achieve a target trough Jevel and
(2) placebo, Treatment duration was 24 weeks. The mean cyclosporine dose ai the last visit was 3.63 mg/kg/day. Sce following Graph,

Study 654 enrolled 148 patients who remaincd with active joint counts of 6 or more despitc ueaiment with mazirnally olerated methotsexate doses for at feast
three months, Patients continued to take their corveht dose of methotrexate and were randomized (o receive. in addition, ane of the following medications:
(1) eyclosparine 2.5 mp/kg/day with dase increases of 0.5 mg/kg/day at wecks 2 and 4 if there was no evidence of toxicity and Farther increases of 0.5 mg/ki/day
a1 weeks B and 16 if a < 30% decrease in active joint count occurred without any sigaificant tonicity: doss decreases cauld be made af any Lime for togicify or
(2) placebo. Treatment duration was 24 weeks. The-mean cyclosporine dose at the 1251 visit was 2.8 memerasy, Lanear | 3 o 41 Sor following Graph.

Study 302 enrolled 299 patients with severe active RA. 99% of whom were unresponsive or intolerant (o at least one prior major RA drug. Patients were
randomized to U of 2 weatment groups (1) Cyclosporine (MODIFIED) and (2) cyclasporine, both of which were started at 2.5 mg/kg/day and increased after
4 weeks for ineflicacy in increments of 0,5 mg/kg/day to a maximum of 5 me/kg/day and decreased at any time for toicity. Treatment duration was 24 weeks,
The mean cyclasporine dase at the last visit was 2.91 mg/kg/day (range: 0.72 10 5.17) for Cyelosporine (MODIFIED) and 3.27 mp/kg/day (range: 0.73 to 5.68)
for cyclosporine. See fallowing Graph, :

LAY
Numbers on culumns are p-vatues ve. placeho,  ACR Responders
untess indicated otherwise ‘Rendomized
50.0%
651 652 2008 654 302

45.0%

CAv M 0
40.0% 0.048°

**CsA va. CSA(MOD,)!
0.240

TR

n
o
2
&
[

3
2
E

.Wl.

]
e
oo | I8 . g | B

o] =
A Mix pla CsA pla Cea pla  CsA«Mux  plMu CAMOD) CsA
Cyclosporine (MODIFIED)
INDICATIONS AND USAGE: Kidney, Liver, and Heart SangCya™ (C; ine Oral Soluiien. USP [MODIFIEDY) is indicated for

the prophylaxis of organ fejection in kidney, liver, and hean allageneic transplants. Cyclosporine Oral Solution, USP (MODIFIED) has been used in
ination with azathioprine and corti i ’

Rheumatold Arthritis: SangCya™ (Cyclasporine Oral Solvtion, USP [MODIFIED)) is indicated for the tweatment of paticnts with severe active, sheumatoid
arthritis where the disease has not adequately respanded to methoircxate. SangCya™ can be used in ination with met i id arthritis
patients who do not respond adequately to methotrexale alone. .

Psorjasis: SangCya™ (Cyclosporine Oral Solusion, USP (MODIFIEDY)) is indicated for the treatment of adulr, nonimmunocompromised patients-with severe
(i.¢., exiensive and/or disabling), recalcitrant, plague fsuriasis who have failed to respond 10 a1 least one sysiemic therapy (e.g.. PUVA, retinoids, or
methotrexate) o in patients for whom other systemic thErapies are contraindicated, or cannot be tolerated. -

While rebound rarely occurs, mast patients will experience relapse with Cyclosporine (MODIFIED) s with ather therapies upon cessation of treatment.

g ]
CONT RA]'N'D]CATIOFi: General: SanfgCya“' (Cyclosporine Oral Solution, USP [MODIFIED)) is contraindicated in patients with a hypersensitivity 1o
yelosparine or to any of the i ients of the ulati

Rheumatoid Arthritis: Rheumatoid arthritis patients with abnonmal renal fonetion, ion, or malignancies should ot receive SangCya™
(Cyclosporine Oral Solution, USP [MODIFIED].

Psorlasis: Psoriasis paticnis who arc wreated with SangCya™ (Cyclosporine Oral Solution, USP [MODIFIEDY) should not receive concomitant PUVA o UVB
therapy, or other ive agents. coal tar or radiation therapy, Psoriasis paticnis with abnormal renal function, uncontrolicd
hypertension or malignancies should not receive SangCya™. -

WARNINGS: (Sce also Bozed WARNING) All patlents: Cyclosporine. the active ingredient of SangCya™ (Cyclosporine Oral Solution, USP {MODIFIED]),
can cause nephroloxicily and hepslotgxicity. The risk increases with increasing doses of cyclosporine, Renal dysfunction including strucural kidncy damage 35
2 potential consequence of SangCya™ and therefore renal function must be monitored during therapy. Care should be taken in wsing cyclosporine with
nephrotoxic drugs. (See PRECAUTIONS)

Patienis receiving SangCya’” require frequent monitoring of serum creatinine. (See Special Manitoring under DOSAGE AND ADMINISTRATION) Elderly
patienis should be monitored with particular care, Since decreases in renal function also cccur with age. If patiens are not properly monitored and 46565 arc ncr
properly adjusted. cyclosporine therapy can be assoctated with the occurrence of structural kidney damage and persistent renal dysfunction,

An increase in serum creatinine and BUN may occur during SangCya™ therapy and reflect a reduction in the glomerolar ftration rate, Impaired renal function
a any time requires close monitaring. and frequent dosage adjustment may be indicated. The frequency and severily of serum creatining elevations incceace
with dose and duration of cyclosparine therapy. These elevations are likely to hecome morc pronotinced without dose reduction or disconfimuation.




@ (C: N ai

Because SengCya™ (Cyclasporine Oral Solution, USP [MODIFIED]) is not bi to claspors todified)
conversion from SangCya™ to immune® (Cyclosporine [Noy using a 1:2 ratlo (mg/kg/doy) may resull in lower cyclosporifié blood
concentrations, Conversion from SangTya™ to  (C; ine [N fified}) should be made with increased monitoring to avaid the
potential of underdosing. - - -
Kidney, Liver, and Heart Transplant: Cyclosporine, the active ingredient of SangCya™ (Cyclosporine Oral Solution, USP [MODIFIED)), can cause
fiephrotoxicity nd hepatoioxicity when used in high doses, Tt is not unuzuel for serum creatinine and BUN levels to'be elevated during cyclosporinc therapy.
These clevations in renal transplant patienls do not necessarily indicate rejection, and each patient must be fully evaluated before dosage adjustment is initiated.

Based on the historical Cyclosporine (Non-Modified) n associated with ¢yclosporine had been noted in 25% of cases of senal
transpiantation, 38% of cases of cardiac transplantaion, and 37% of cases of liver transplantation. Mild nephrotoxicity was generally noted 2 to 3 months afier
renal transplant and consisted of an arrest in the fall of the pre-operative elevations of BUN and creatinine at a range of 35 to 45 mg/dL and 2 to 2.5 mg/dL
respectively. These elevations were ofien responsive to cyclosporine dosage reduction. . )
Mare overt nephrotoxicity was seen carly after Lransplantation and was characterized by a rapidly rising BUN and creatinine, Since these events are simila to
renal rejection episodes, care must be taken 10 differentiate between them. This form of icity is nsually resp o dosage reduction.

Although spesific diagnostic criteria which reliably differentiate renal graft rejeclion from drug toxicity have not been found, a number of parameters have been
significantly associated with one or the other. It should be noted however, that up to 20% of patients may have simultancous nephrotoxicity and rejection.

Nephrotoxicity vs. Rejection

Parameter Nephrotoxicity Rejection
History Donor > 50 years old of hypolensive ‘Anti-donor immune response
Prolonged kidney preservation Retransplant paticnt

Prolonged rnastomosis lime
Concomitant nephrotoxic drugs

Cliical = Often > 6 weeks postop® Ofien < 4 weeks postop®
Prolonged initial nonfunction Fever > 37.5°C
(acute tubular necrosis) Weight gain > 0.5 kg

Graft swelling and tenderess
Decrease in daily urine volume > 500 mL (or 50%)

.
Laboratory CyA serum trough level > 200 ng/mL CyA serum trough level < 150 ng/mL
Gradual rise in Cr (< 0.15 mg/dliday)® Rapid ris¢ in Cr (> 0.3 mg/dViday)®
Cr plateau < 25% above baseline Cr > 25% above baseline
BU%/CI 220 : BUN/Cr < 20 o
Biopsy Anteriolopathy (medial hypertraphy*, hyalinosis, Endovasculitis¢ (proliferation®. intimal arteritisb,
nodular J)r.posils. intimal thickening, endothelial necrosis, sclerosis) -
vacuolization, progressive scarring) -
Tubular atrophy, isometric vacuolization, Tubulitis with RBC® and WBCP tasts, some imegular
isolated calcifications vacuolization
Minimal edema Interstitial edemna® and hemorrhage®
Mild focal infilirates® * N Diffuse moderate to severe mononuclear infiltratesd
Diffuse interstitial fibrosis, often striped form Glomerulitis (mononuclear cellsye
Aspiration Cytology * CyA depasits in tubular and endotheliat cells y infilrate with
Fine isomelric vacuolization of tubutar cells . phag X id cells: and
activated T-cells ’ .
These stongly express HLA-DR antigens
Urine Cytology Tubalar. cells with ization and Dy ive tubular cells, plasma cells and
Iymphocyturia > 20% of sediment
Manometry Intracapsular pressure < 40 mm Hgh Intracapsular pressure > 40 mm Hgb
Ultrasonography Unchanged graft cross sectional area Increase in graft cross sectional area
AP diameter 2 Transverse diamcter
Magnetic Resonance Normal appearance Loss of distinct corticomedullary junction, swelling
Imagery image intensity of parachyma approaching that of
psoas, loss of hilar fat
Radionuelide Scan Normal or generally decreased perfusion Patchy arteriat fiow :
Decrease in tubular function Decrease in perfusion > deceease in tubular function
{17 1-hippuran)> decreasc in perfusion (%™ Tc DTPA) Increased uptake of Indium 111 labeled platelets or
TFe-99m in colloid
Therapy Responds to decreased cyclosporine Respands to increased stecaids or antilymphocyte
globulin

1p <0.05.p < 0.01,%p < 0.001, %p < 0.0001

A form of a i by serial in renal function and morphologic changes, in the kidneys. From 5%
10 15% of transplant recipicnts who have received cyclosporine will fail fo show a reduction in rising serun creatinine despite a decrease o discontinuation of
cyclosporine therapy. Renal biopsies from these patients wifl demonstrate one or several of the following alterations: fubblar vacuslization, tubular

i ificati i capillary i i and a striped form of interstitial fibrosis with mbular atrophy. Though none of these

il
morphologic changes is entirely specific, a diagnosis of cyclosp d structural requires evidence of these fAindings.

. is 3

When the of inc-associated itis that scveral authors have reported an association between the
appearance of interstitial fibrosis and higher high ci rough levels of ine. Thisis parti trucduring the
irst 6 post-transplant months when the dosage tends to be highest and when. in kidney recipients. the orpan appears 10 be most vulnerable to the foxic effects
of ine. Among other contributing factors to the development of interstitial fibrosis in these patients are prolonged perfusion time, warm Ischemia time,
as well as episodes of acute toxicity. and acute and chranic rejection. The reversibility of interstitial fibrosis and its comelation to renal fanction have nat yel
been i ibility of arteri has been reported after stopping cyclosporine or lowering the dosage.

1
Impaircd renal function at any time requires close monitaring, and frequent dosage adjustment may be indicated.
In the event of severe and unremitting rejection, when rescue therapy with pulse steroids and monoclonal antibodies fail to reverse the rejection episode, it may
be preferable to switch to altcrnative immunosuppressive therapy rather than increase the SangCya™ dose to excessive levels,

Oceasionally patients have developed a syndrome of ia and mi iopathic hemolytic anemia which may cesult in graft failure. The
vasculopathy can occur in the sbsence of rejection and is accompanicd by avid platelct consumption within the grafl as demonstrated by Indium 111 labeled
pltelet studics. Neither the pathogencsis nor the management of tis syndzome bs clear. Though resalution has acenrred afer reucnn oy Sioamina, o

porinc and 1) administration af inase snd heparin of 2) is, this appears 1o depend upon carly detcction with Indium 111 labeled
platelet scans, (See ADVERSE REACTIONS) -

associated with ic metabolic acidosis) and icemia have becn seen i in individual paticnts.

Hepatotoricity associaled with cyclosporine use had been noted in 4% of cases of rena] transplamtation, 7% of cases of cardiac transplantation, and 4% of cases
of liver transplantation. This was usually noted during the first month of therapy when high doses of cyclosporine were used and consisted of elevations of
hepatic enzymes and bilirabin. The chemisiry elevations usually decreased with a reduction in dosage. .

As in palients receiving other immunosuppressants, those. patients receiving cyclosporine are al increased risk for development of lymphomas and other
malignancies, particularly those of the skin. The increased sisk sppears related  the incnsity and duration of immunosuppression rather than 1o the use of

specific agents. Because of the danger of oversuppression of the immune system resulting in increased risk of infection or malignancy, 2-ireatment regimen
i iple should be used with caution. )

There have been reports of convalsions in adult and pediatric patients receiving g i in combination with high dose
Care should be 1aken in using cyclosporine with nephrotoxic dnigs. (See PRECAUTIONS) .

id Arttiritis: Cyclospari was detected in renal biopsics of 6 out of 60 (10%) rheumatoid anihritis patients after the average lreatment
duration of 19 months. Only one patient, out of these 6 patients, was treated with a dose < 4 mg/kg/day. Serum creatinine jmproved.in all but on patient after
disconlinuation of cyclosporine. The “marimal creatinine increase™ appears to e  factor in predicting cyclosporine nephropathy. .-

There is a potential, as with other immunosuppressive agents, for an increase in the of malignant lymp with cy ine..1t is-not clear
whether the risk with cyclosporine is_greater han hat 13 Rheumaioid Anbaids patients or in Rheumatoid Arthritis palients on cytotoxic i
indication. Five cases of lymphoma werc detected: four in a survey of approximately 2,300 patients weated with cyclosporine for rheumat ?
another case of lymphoma was reported in a clinical trial, Although other tamors (1 skin canvers. 24 solid tmors o divers types, and | multiple myelon
were also reported in this survey, epidemiologic analyses did not support 2 relationship to cyclosparine other than for malignant lymphomas. - -

Patients should be thoroughly evalusted beforc and during SangCya™ (Cyelosparine Oral Solution,"USP (MODIFIED]) weatmient for the ‘déilopment of
malignancies. Morcover. Lisc of SangCya™ therapy with other immunosuppressive agents may induce an eacessive immumosuppression which is known o

increase the risk of malignancy.
Psoriasis: {See aiso Boxed WARNINGS far Psoriasis) Since pclosporine i 3 potent immungsuppressive agent with a number of potentiall serious side efects,
the risks and benefits of using SangCya™ (Cyclosporine Orai Solution, USP [MODIFIED)). shosld bo consideres befors steatraont of patients with psoriasis,
Cyclosporine, the active ingredient in SangCya™, can cause nephrotoxicity and hyperiension (See PRECAUTIONS) and the risk increases with increasing dose
and duration of theragy. Patients, who may be at incressed risk such as those with abbormal renal function, ion or malignancies, should
not receive SangCya : :

Renal dysfuncion is a potential consequerge of SangCya™ therefore renal function must be monitored during therapy.

Patients receiving SangCya™ require frequent monitoring of serum ereatinine. (See Special Monitoring under DOSAGE AND ADMINISTRATION) Elderly
patients should be monitored with panticular care, since decrcases in renal function also occur with g, I patients e noi propegly monitored and doses are e
properly adjusted, cyclosporine therapy can cause structural kidney damage and persistent renal dysfuncti ;

ction.
An increase in scrum creatinine and BUN may occur during SangCya™ therapy and reflccts a reduction in the glamerular filtration rate.

Kidncy biopsies from 86 psorfasis patients eatcd for a mean duration of 23 months with 1.2 1o 7.6 mp/kgiday of cyclosporine showed evidence of cyclasporine
nephropathy in 18756 (21%) of the paticnts. The pathology consisted of renal wbular atrophy and interstitial fibrogis. On repeat biopsy 13 of thesc paticnis
maintarned on various dosages of cyclosporine for a mean of 2 additional years. the number with cyclosporine induced nephropathy rose to 26/86 (30%). The
majority of paticnts (19/26) were on a dose of 2 5 mp/kg/day (the highest doseis 4 ). The patients were also on cyclosporine for greater
than 15 months (18726) and/or had a clinically significant increase in serum creatinine for greater than | menth (21/26). Creatinine levels rerumed to normal
1ange in 7 of 1} paticats in whom cyclosporine therapy was discontinued.

There is an increased risk for the of skin and d psoriasis petiems. The relative risk of

P H i i ics in pori
malignancies is comparable to that abserved in psoriasis paticnts ircatcd with other immunosuppressive agents.

Tumors were reported'in 32 (2.2%) of 1439 psariasis atients reated with cyclosparine worldwide from clinical wials. Additional tumors have bec reportedin
7 paticnts in 3 i i kin malignancies werc reported in 16 (1.1%) of these patients: at but 2 of them had previously receivd
PUVA therapy, Methotsexate was received by 7 paticnts, UVB and coal tar had heen used by 2 and 3 patiens, respectively, Scven patients had cithe, a histoy
of previous skin cancer o a potentially predisposing lesion was present prior to cyclosporine cxposure, Of the 16 paticats with <kin cancer, 11 patients hud 1§

squamous cell carcinomas and 7 patients had 10 basal cell carcinomas.

There were two P fes: one case of non-Hodgkin's lymphoma which required and one case of mycosis fungoides
which regressed ¥ upon discontinuation o ine. There were four eases of benign lymphocytic i Gom: 3 regress wpon
discontinuation of cyclosporine. while the fourth regressed despite continuation of the drug. The remainder of the malignancies. 13 casch (0.9%). invaled
various organs.




Patients should not be treated concurrently with eyclosporine and PUVA or UVB, ather radiatian therapy, or other iImmunosuppressive agents,
because of the possthility of excessive [ and the i (See CONTRAINDICATIONS) Patients should also
be wamed to protect themiselves appropriately when in the sun. and to avoid excessive sun exposure. Patjants should be thoroughly cvaluated before and during
treatment for the presence of malignancies remembering!that malignant lesions mmay be hidden by psariatic plaques. Skin lesions no([gpica] of psoriasis should
be blopsied before starting treatment, Patients shoyld be Ireated with SangCya (Cyclns’mrin: Oral Solutjon, USP. [MODIFIED)) only after complete
resolution of suspicious lesions, and only if there are no ofher treatment options. (See Special Monitoring for Psoriasls Patlents) L

PRECAUTIONS: General: Hypertension: Cyclosporine is the active ingredient of SangCya™ (Cyclosporine Oral Solution, USP [MODIFIED)).
Hypertension is a common side effect of cyclosporino therapy which.may persist. (See ADVERSE REACTIONS and DOSAGE AND ADMINISTRATION for
tmoniforing recommendations) Mild or moderate hypertension. is cncountered more frequently than severe ion and'the incidence d time.
In recipients of kidney, liver, and hean allografis ireated with cyclosporine, antihypertensive therapy may be.required, (See Special Monitoring of Rheumatoi.
Arthritis and Psoriasis Patlents) However, since ine may cause ia, potassium-sparing diuretics should nat be wsed, While calcium
s can be effective agents in treating cyclosporine-associated hypertensian, they can interfere with i ism. (See Drug it

Vaccinatian: During ireatment with cyclosporine, vaccination may be less effective: and the vse of live attenuated vaccines shiuld be avoided,
Special Monitoring of Rheumatoid Arthritis Patients: Before initiating treatineat, a careful physical examination, including blood pressurs measurémenits (on

al Jeast two occastans) and two creatinine Jevels (o estimate baseline shauld be performed. Blood pressure, and. serum creatinine shoyld be evaluated. avery
2 weeks during the initial 3 months and then monthly if the patient is stable. [t is advisable to monitor serum creatinine and blood pressure always after. an
increase of the dose of nonsteroidal anti-inflammatory drugs and afler initiation of new nonsteroidal, anti-inflammatory drug therapy during SangCya™
(Cyclosporine Orat Solution, USP {MODIFIED)) treatment. If co-administered with methotrexate, CBC and liver function tests are recommended fo be
monitored monthly. (See also PRECAUTIONS, General, Hypertension) e

In patients who are.raceiving cyclosporine, the dose of SangCya™ should be decreased by 25% to 50% if hypertension occurs. If hyperiension persists, the dose

of SangCya™ should be further reduced or blood pressure should be controlled with antihypertensive, agents, In most cases; blaod pressure has retumed to
bareline when cyclosporine was i

scontinued,

In-;lnwhn-:onrmlled trials of theumatoid m;;ius patients, systolic hypertension (defined as mn occurrence of two systolic blopd pressure,readings > 140 mmHg)
and dizstolle hypertension (defined as two diastolic blood pressure readings > 90-mmHg) occured i 33% and 19% of paients weated with-cyclosporins,
respectivoly. The cormesponding placebo rates were 22% and 8%. o R L L

Special Monitoring for Psoriasis Patients: Before initiating treatment, 'a ¢areful dermatological and physicel examination, including blood” pressuré

(on at least twe i should be Since. SangCya™ (C; ine Oral Solution, USP [MODIFIED)) is an immundsuppressive
agent, patients should be evaluated for the presence of accult infection on their first hysical examination and for the presence of tumors initially, and thtolighout
treatment with SangCya". Skin lesions not,typical for psoriasis should be hiopsied hefors starting SangCya™. Paticnts. with malignant or premalignant chenges
of the skin should be freated with SangCya™ only after appropriate treatment of such lesions and if no other freatment aption exists.

Baseline laharatories should include serum creatinine (on two occasions), BUN, CBC, serum magnesium, potassium, uri¢ acjd, and lipids.

The risk of cyclosporine nephropathy is reduced when the starting dose is low (2.5 mg/kg/day), the maximum dose does nat exceed 4 mg/kg/day, serum
creatinine is monitored reguiarly while cyclosporine is.administered, and the dose of.SangCya™ is decreased when the rise in creatinine is greater lhnn‘,a'r_uqxgal
to 25% ahove the patients pretreatment level. The increase in creatinine is generally reversible upon timely deérease of the dose of SangCya™ or its
discontinuation. )

Serum creatinine and BUN should be evaluated every 2 woeks during the initial 3 months of therapy, and then monthly if the patient is stable,. If the seum
creatinine is greater than or equal to 25% above the patient's prelreatment level, serum creatinine should be repeated within two weeks. If the change in serum
ereatinine remains greater than or equal to 25% above bascline, SangCya™* should be reduced by 25% to 50%.'1“!‘1 any time. the: rumereatinine increases by
greater than or equal to 50% above pretreatment level, SangCya™ should be reduced by 25% to 50%. SangCya™ should be discontinued-if reversibility, (within
25% of baseline) of serum creatinine is not achi after two dosage modifications. It is advisable to monitor serum cretinine after an increase of the dose
of nonsteroidal anti-inflammatdry drug and after initiation of new nonisteroidal anti-inflammatory therapy during SangCys™ treatment, -

Blood pressure should be evalualed every 2 weeks during the initial 3 months of therapy and then monthly if the patient is s'Lnble. or more frequently when
dasage adjustments are made. Patients without a history of previous hyperiension before initiation of treatment with SangCya™ should hu\g,‘xhe drug reduced
by 25% (0 50% if founid 16 have sistained hypertension. If the patient conlinues to be hyportensive: despite iriitiple reductions of SangCya™, then SangCya
should be discontinued. For patients with treated hypertension, before the initiation of SangCya™ therapy, their medication should be adjusted to control
hypeniension while on SangCya™, SangCya™ should be discontinued if a change in hyp i is not effective or tolerble.

CBC. uric acid, potassium. lipids. and magnesium shauld also be manitgred every 2 weeks for the first 3 months of therapy. and then morithly If the patient is
stable or more frequently when dosage adjustmenis arc mede. SangCya™ dosage should be reduced by 25% to 50% for any abnormaliry of clinical concern.

In controlled trials of cyclosporine in psoriasis patients, porine blood ions did not with either | or with side effects
such as renal dysfunclion. )

Tnformation for Patients: Patlents should be advised that any change of cyclosporine formulatlon should be made cautiously and only under physiclan
supervision because it may result in the necd for a change in dosage. - .

Patients should be informed of the necessity of repeated laboratary tests while they are receiving cycloscorine. Patients should be advised of the potential risks
during pregnancy and informed of the increased risk of neoplasia. Patients should alsa be informed of the Fisk of hypertension and renal dysfunction.

Patieats should be advised that during treatment with cyclasporine, vaccination may be less effective and the use of live attenuated vaccines should be avoided.

Patients shauld be given carcful dasage instructions. SangCya™ (Cyclnsporine Cral Selution, USP {MODIFTED]) should be diluted, preferably with orange
or apple juice that i at foom temperature. The combination of SangCya '~ with milk can be unpalatable.

Paticnts should be advised to lakc'SangCya"’ron a consistent schedule withi regard to time of day and refation to meals, Grapefruit and grapefruit juice affect
i [i ol d » .

increasing blood i thus sheuld be avoided.

Lahnratory Tests: In all patients trgayed with cyclosparine, renal and liver functions should be assessed repeatedly by measurement of serum creaiining, BUN,
serum bilirubin. and liver enzymes. Serum lipids. magnesium, and potassium should alsn be monitored. Cyclosparine binod concentrations shauld be routinely
ie itoring In

monitored in transplant paticnts (Sec DOSAGE AND  ADMINISTRATION, Blosd Ci p Patienss). and perieditally
monitored in rheumatoid anhritis patients.

anti-

Drug Interactions: All of ihe individual drugs cited helow are well { tov interacy with ine. Tn addition, all idal
inflammatory drugs, particularly in the seiting of dehydration, may porentiate renal dysfunclion.
D That May Potentiate Renal Dysfunction
Anti-infl v Drigs [e] intestinal Agents
gentamicin melphalan azapropazon cimetidine
tobramycin diclofenac ranifidine
vancomycin Antifingals nagroxen
d im with icin B sulindac
ketoconazale tacrolimus
Drugs ThatAlter Cyclosporine C G ine is i ized. C; i fons may be by drugs that affect
j enzymes, i P-450 TII-A. Substances that inhibit this cnzyme could decrease metabolism and incréase cyclosporine
that are inducers of P-450 activity could increase ism end decrease por i Monitoring-of
irculati i ions en SangCya™ (C: ine Oral Solution, USP [MODIFTED]) dosage adjustment aré essential when
these drugs are used i (See Blood-Ce ion Monitoring) : -

Drugs That Increase Cyclasporine Concentratlons
. N >

biotis . Gii ol . OtherD
diltiazem fluconazole . i i i . i .
nicardipine. itracanazole erythromycin . bromacriptine
verapamil - ketotonazole . danazol

metoclopramide

The HIV protease inhibitors (e.g.. indinavir, nelfinavir, ritonatir. and saquinavi) dre known t inhibit cylochrome P-450 TH-A and increase the concentrations
of drugs ized by the P-450 system. The i ion between HIV protease inhibitors and cyclosporine has not been sdied, Care should be
exercised when these drugs are administerod concomitantly, * .

Grapefruit and grapefiuit juice affect metabolism, increasing blood concentrations.of cyclosporine, thus should be avoided.
Drugs That Decrease Cyclaspotine Concentrations . i

q Other Drugs
il carbamazepine octreotide . i
rifampin phenabarbitat ticlopidine .
phenytoin

Rifabutin is known to increase the motabolism of other drugs metabalized hdy the cytochrome P-450 system, The interaction between rifabutlh and cyclaégqﬁn:
has not been studied. Care should be exercised when these two drugs are administered concomitantly. i

Nonsteroidal And-Inflammatory Drug (NSAID) Interactions: Clinical status snd serum creatinine should be closely monitored whon cyclasporine is used with
i i-i y agents in ymatoid arthritis patients. {See WARNINGS) . - B .-,

Pharmacodynamic interactions have been reported to occur between cyclosporine and both nucrmxen and sulindzc. in that concomitant use is assaciated with
additive decreases in ion. as d ined by ¥mTe-di jami; ic acid (DTPA) and (| inohi] ic aci Although
il inistration of diclof does not affect blood levels of cyclosporine, it has been associated wilh approximate doubling of diclofenac blood
Tevels.and occasional reports of reversible decreases In renal function. Consequently, the dose of diclofenac should be in the lower end- of the therapeutic range,

Methatrexate Interaction: Preliminacy data indicate that when xate_ and porine were i o id- arthrits patiénts, (N=20),
methotrexate concentrations (AUCs) were increased 30% and the (AUCs) of its metabolite, 7-hydroxy methotrexate, were decréased
by approximately 80%, The clinical signi of this interacrion fs not known, C i ions do riot appear to have been altered (N=6).

Other Drug Interactions: Reduced clearance uf}:radnisolonc. digoxin, and lovastatin has been observed when these drugs are administered with cyclosporine.
In addition, a decrease in the apparent volume of distributlan of digoxin has been reported after cyclosporine administcation, Severe digitalis toxicity has been
seen within days of starting cyclosporine in several patients taking digoxin. Cyclosporine should riot be used with potassium-sparing diuretics because
hyperkalemia can occur.

During treatment with cytlosperine, vaccination may be less effective. The use of live vaccines should be avoided. Myositis has occurred with concomitant
lovastatin, requent gingival hyperplasia with nifedipine, and canvulsions with high dose methylprednisolone.

Psoriasis Fnienls receiving other immunosuppressive agents or radiatian therapy (including PUVA and UVB) should not receive concurrent cyclosporine
becauss of the possibility of excessive immunosuppresslan,

Carcinogenesls, Mutagenesls, and Impairment of Fertlity: Carcinogenicity studies were carried out in male and female rats and mice. In the 78-week mouse
sfudy, evidence of a statistically significant wend was found for lymphocytic lymphomas in females, and the incidence of hepatocellular carcinomas in mig.
dose males significantly exceeded the control value, In the 24-month rat study, pancreatic islet cell adenomas significantly exceeded the contro! rate in the low
dose level, Doses used in the mouse and rat studies were 001 to 0.16 times the clinical maintenance dose (6 mﬁlk ). The hepatocellular carcinomes and
pancreatic islet cell adenomas were ot dose related. Published reports indicate that co-reatment of hairless mice witl Lﬁl irradiation and cyclosporine or other
Immunosuppressive agents shorten the time to skin tumor formation compared to UV irradiation alone.

Cyclosporine was not muiagenic in appropriate lest systems, Cyclosporine has not been found ta be mutagenic/genatoxic in the Ames Test, the V79-HGPRT
Test, the micronuclens test in mice and Chinese hamsters, the chromosome-aberration tests in Chinese hamster bone-marrow, the mouse dominant lethal assay.,




and-the DNA-repair test jn sperm from ureated mice. A-recent study analyzing-sister chromatid exchanige (SCE) induction by-cyclosporine using-human
Iympliocytes in vitro gave indication of a positive effect (i.e:; intugtion of SCE), at high concentrations in his systemn, S S

No imipaisrment in fértility was démonstrated in studies in male 37id feriale ats.,

Widely distributed papillomiatosis of the skin'was observed afier chronic treatrient of dogs with ‘cyélosporine at'y times the Huiidn initial psoriasis'tfeatment
i ‘papi Sis shiowed-a’ 3 éontinuation o

dose of 2.5 mg/kg, where doses are expressed on a body surface area basis. ‘Fhis regression' upén
cyclosporine. . . . B - . e . o
An increased incidence of malign is iz nof i in recipiefits of ‘ofgan- tarisplaits and patlenits itk

arthrits and psoriasis. The most common forms of neoplasms ar non-Hodgkin's Iymphomaand carcinomas of e sia. The:Hisk of my

cyclosporine recipicns is higher than in the nofmal, healthy populilion bur siiilar to thdt i patients receiving other iy
or discontiniance of immunosuppression may causs the lesions to regress. + - T T R
In psoriasis patients on in of malignancies, especially those of the skin has been reported. (See WARNINGS) Skin lesions not typical

for psoriasis should be biopsied before starting cyclosporine treatment. Patierits with malignant‘or premalignant changes of the skin should be freated with
cyclosporine only after appropriate treaiment of such lesions and if no other treatment option exists. - R . N

Pregnancy: Pregnancy Category C. Cyé n nic i riate test systems. Only at dose levéls toxic o dams, were idverse effccts seén
in ction studies in rats. C; ine has been shown (G be embryo- and fetotoxic in rats and rabbits following oral administration at matemnally toxic
doses. Fetal toxicity was noted in rats at 0.8 and rabibits at 5.4 times the transplant doses in humans of 6 mg/g, where dos¢ cdrrections arc based on-body
surface arca. Cyclosparine was embryo- and fetofozic as indicated by increased pre- and postnatal moriality and reduced fetal weight together with related
skeletal retardation, ‘ -

There are no adeqate and well-conirolled studies in pregnant women. SangCya™ (Cyelosporine Oral Sotution, USP [MODIFFEDI) should be used during
pregnanty only if the potential benefitjustifies the potential risk 1o the fetws. : : E

The following data represent the reported outcomes of 116 pregnancies in women receiving eyclosporine during pregnancy, 90% of whom were transplant
patients. 3nd most of whom received ine the entire iohal period. The only consistent pattems of abnormality were premature-birth
(gestational period of 28 1o 36" weeks) and fow birth weight for gestational age.:Sixtecn fetal losses' occurred. Most of the pregnancies (85 of 100) were
complicated by disorders; including pre-eclampsia, eclampsia, premature labor, abruptio placentac; oli jos; RN ibility and

dysfunction. Pre-term delivery occurred in 47%, Seven malformations were reported in 5 viable infants and in- cases of feual loss. Twenty-cight percent of the
infants were small for gestational age. Neonatal complications accurred in 27%, Thereforé, the risks and besefits of using SargCya™ during pregnahcy should
be carefully weighed. L -

-fetal i i ratio of using SangCya™ in psoriasis patients during pregnancy should catefully

Becavse of the passible disruption of : the risk/h
be weighed with serious consideration for discontinualion of SangCya™.
Nursing Mothers;

ince cyclosporine is excreted in human milk, breast-feeding should be avoided.

Pediatric Use: Although no sdequate and well-conlrolled studies have becn completed in children, transplam recipients as young e one ear of age’ have
recéived Cyclosporine (MODIFIED) with rio unusual adverse effects. Thé safety and. efficacy of Cyclosporing (MODIFIEDS trestment in pediatic patients
with juvenile rheumatoid arthritis o psoriasis below the age of 18 have not been established. . R .

Gerlatrlc Use: In rhenmatoid anthritis clinical wials with cyclosporine, 17.5% of patients were age 65 or older. These patients were more likely fo develap
systolic hypertension on therapy. and more likely 'to show serum creatinine rises  50% above the baseline afier 3 to 4 months of theragy. -

ADVERSE REACTIONS: Kldney, Liver, and Heart Transplantation: The principal adverse reactions of cyclosporine therapy are renal dysfunction, 1remor,
hirsutism, hypertension, and gum hyperplasia, B bon he eanction.

Hypentension. which is usually mild to moderate, may accur in approximately 50% of patients following renal ransplaitafion and jn most cardiac transplant
patients.

Glomerular capillary thrombosis has been found in patients treated with cyclosporine and may progress to graft failurc, The pathologic changes sesembled those
seen in the hemolylic-uremic syndrome and included thrombosis of the renal mi ith plaielet-fibrin thrombi, aceluding, glomerular capillarics

and afferent anterioles, microangiopathic hemolytic anemia, thromboeylopeniz, and decreased renal function. Similar findings. have, beeh observed when other

immunosuppressives have been employed poststransplantation,

Hypomagnesemia has been reparted in some, but not all, patients exhibiting convulsions while on cyclosporine therapy. Although magnesium-depletion studies
in normal_ subjects suggest that ia is jated with 1 i¢ disorders, multiple faciors, including hypestension, high dase
i ja, and icity associated with high plasma concentrations of cyclosporine appear to be related 1o the
of porine toxicity. c .

In controlled studics, the nature, severity and'incidence of the adverse events that were obscrved in 493 transplanied patients ireated with Cye
; obsery 9

losporine
(MODIFIED) were comparable with those-observed in 208 patients who-feceived (Non-Modified) in these same studics when.the
dosage of the twa drugs was adjusted to achieve the same ine blood trough i . . . o

Based on the historical expericnce with Cyclosporine (Non-Modified), the following reactions occurved in 3% or greater of 892 patient
trials of kidney, heart, and fiver Gansplants, - - . NN ol

- N . - Cyclosporine Patients -
Randomized Kidney Patients {Cyelosporine (Non-Modified))
Cyclosporine | R R T =
(Non-Modified) Azathioprine * 'Kidney Heait
Body System - Adverse Reactlons - (N=227)% N=228)% (N=705)% (N=112)%
Genitourinary Renal Dysfunction 32 § 25 - ¢ 38 e
= Cardi I i 2% 18 13 .53
Cramps ~ 44 -~ 4 <1 L2 I
Skin Hirsutism 2 4., 21 28
Acne 6 8 2 2 |
Central Nervous Tremor 12 [ 21 31 55
System Convulsions 3 1 1 4 s
Headache 2 < 2 15 -4
Gastrointestinal Gum Hyperplasia 4 0 9 5 16
Diarthea i 3 <1 3 i g 8
Nausea/Vomiting 2 <l 4 0 4
Hepatotoxicity <l <l 4 7 4
Abdominal Discomfort <1 [ <l 7 [
Autonomic Nervous Paresthesia 3 0 t 2 1
System Flushing <l 0 q 9 - 4,
Hematopoietic Leukapenia 2 19 <1 6 [
Lymphoma L . [ 1 6 1
Respiratory . Sinpsitis : <1 0 s A 3" 7
iscella > " Gyne i : <l 0 <i e 3

Amang 705 Kidney: ransplant patients treated with Cyclosporirie (Non-Modificd) in clinical rials, the reason for meatment discontinantion wis renal toxicity
in 5.4%, infection in 0.9%. lack of efficacy in 1.4%, acute twbular necrosis in 1%, iferative disorders in 0.3%, ion in 0.3%, and othes
teasons in 0.7% of the patients, .

edema, fever, brite fingemails, gastritis, hearing loss, hiccups, hyperglycemia, muscle pain, peptic uicer, thrombocytopenia, tnmrss, -

The following reactions oxcurred in 2% o less of Cyclosporins (Non-Modified) weated patients: allergic reactions, anemia, anorexia, confusion, conjunctivits,

The following reactions occurred rarely: anxiety, chest pain, constipation, depression, haif breaking, hematuria. joint pair, tethargy, mouth sores, mydcardial
infarction, night sweats. pancrestitis, prorifus, swallowing difficulty, tingling, pper Gl bleeding, visual disturbinee, 5eakncss, weight loss, .

zctions Compli in Historical d Stugies
Tn Renal Transplant Patients Using Cyelosporirie (Non-Madified)
Cyclosporine Treatment ‘ Azathloprine with Steroids*
. 1=227) (N=228)

Complication . % of Complications . % 61 C i ins - "
Septicemia 53
Abseesses 4.4

Systemic Fungal Infection 22

Local Fungal Infection 7.5

Cytomegalovirus 43

Other Viral Infections 15.9

Urinary Tract InTections 211

‘Wound and Skin Infections 7.0

Poevmonia . N 6.2

*Some patients also received ALG. L ] . : -

hyperteasion (See PRECAUTIGNS), headache,
In sheumatoid arthsitis paticats treated in clinical trials within the dose range. cyclosporine therapy was discontinued in 53% of the patients
because of hypertension and in 7% of the paticnts becaus of increased creatinine, These changes are usually reversible with imely dose decrease or drug
discontinuation. The frequency and severity of serum creatinine clevatians increase with dose. and duration of cyclosporine therapy, These clevations are fikels
1a become more pronotinced without dose reduction or discontinvation. : N

Rheumatoid Arthritis: The principal adverse reactions associated with the use of cyclosporine in theamatoid arthrits are renal dysfunction (See WARNINGS),
< associated se of cyclosp heam: ; : WARN,




The fp]lpwmg adverse events occurred in controlled clinical ials: . B

Cyclosporine (MODIFIED) / Cycle: il id Artbritis”
Percentage nl'annls with Adverse Events 3 3'7., in any c,cxnspnnne Treated Grbup
Study Study Study Study Studies
651#6520-2008 302 654 .- - 654 - 302 - _651+6524+2008
C. Methotrexate & T
. . Cyclosporine 2 i C . C:
Body Preferred .. (N il 1 (Non] i (N 1 & Placebo  (MODIFIED) Placebo
Symm Term . (N=269) MN=155) . (N=T74) (N=T73) (N=143) . (NZ201)
Autonomnic Nervous System Disorders . s B . .
Flushing 2% 2% 3% 0% 2% -
Body As A Whole—General Disorders
Accidental Trauma 0% 1% 10% . 4% T A% 0%
Edema NOS* 5% 14% . 12% 4% 10% <1%
Fatigue % 3% 8% . 2% - 3% 7%
Fever 2% 3% 0% 0% 2% %
lnﬂuenza»lik: symptoms <1% 6% 1% 0% 1% 2%
6% 9% 10% 15% 13% 4%
ors 1% 1% 4% 0% 3% 1%
Cartovascals Disigns : : . e
Arrhythmia 2% 5% 5% © 6% 2% 1%
Chest Pain 4% 5% 1% 1% 6% 1%
riension % 26% 16% 2 12%. 25% 2%
Central and Peripheral Nervous . E
System Disorders . . .
Dizziness 8% 6% 7% 3% . 3% 3%
Headache . % 23% 2% . 1% 5% 9%
Migraine - . 2% 3% 0% 0% 3% 1%
Paresthesia 8% 7% 8% 4% 11% 1%
Tremor 8% % % 3% 13% 4%
Gaslrointestinal System Disorders . o st
bdominal Pain 15% 15% 15% 1% 15% 10%
Anorexia 3% 3% 1% 0% 3% 3%
Diarrhea 12% 12% 18% 15% 13% 8%
Dyspepsia . 12% 2% - 10% 8% 3% 4%
Flatalence 5% 5% - 5% + 4% 4% 1%
Gastrointestinal Dlsord:r NOs* 0% 2% 1% . 4% 4% 0%
Gingivitis "~ 4% 3% . 0% 0% 0% 1%
Gum Hyperplasia 2% 4% 1% . 3% 4% 1%
Nausea *. .- - 28B% 14% 4% - 5% 18% 14%
Rectal Hemorrhage - 0% 3% 0% 0% 1% 1%
Stomatitis 1% 5% 16% 12% 6% 8%
Vorniting -_ - 9% 8% 4% 7% 6% 5%
Hearing-and Vestibular Disord .
Ear Dlsoldu NOS' .. 0% 5% 0% 0% 1% %
Metabolic and Nutritional Disorders L
Hypomagnesemia 0% A% 0% . 0% 6% 0%
Musculoskeletal System Disorders i
Arthropathy 0% 5% 0% 1% 4% 0%
Leg Cramps/involuntary* ’ . C -
Muscle Contfactions 2% 1% 1% 3% 12% T 1%
Psychiatric Disorders
Depression: . 3% 6% % 1% 1% L2%
* Insomnia - 4% 1% 1% 0% 3% 2% - .-
Renat
Creatinine elevations 230% 3% 39% 55% . -19% 4% 13%
Creatinine elevalions 250% 24% 18% 26% : 3% 18% 3%
Reproductive Disorders, Female . .
Leukorrhea 1% 0% 4% 0% 1% 0%
. Menstrual Disorder 3% 2% 1% 0% 1% 1%
Respiratory System Disorders
Bronchitis 1% -3% 1% 0% 1% 3%.
Coughing 5% 3% 5% % 4% 4% -
Dyspnea 5% 1% 3% 3% 1% 2%
Infection NOS* - 9% % % % % - 0%
. Pharyngitis ‘ 3% 5% 5% 6% L 4% L3
Prgumonia 1% 0% 4% 0% . 1% : 1%,
* Rhbinitis 0% 3% 1% 10% ° 1% 0%
Sinusitis a% 4% 8% 4% 3% B 3%
Upper Respxmary Tracy 0% 14% 23% 15% 13% 0%...
Skin and Appendages Disorders
Alopecia 3% 0% 1% 1% 4% 4% -
Bullous Eruption-. 1% 0% - 4% 1% 1% 1%
vacrlnchosw 19% 17% 12% 0% 15% 3%
% 12% 10% % 8% 10%
Skm Ulceration 1% 1% 3% 4%, 0% 2%
Urinary System Disorders :
Dysuria 0% . 0% - 11% 3% 1% 2%
Micturition Frequency 2% 4% - 3% 1% 2% 2%
NPN Increased 0% 19% 12% 0% 18% 0%
Urinary Tract Infection 0% 3% C % 2% 3% 0%
Vascular (Exlrzcaldlac) Dlsuldm : o
Purpura % 4% 1% 1% 2% 0%

Fincludes patients in 2.5 m/kg/day dose graup only, *NOS = Not Otherwise Specified

In addllwn.llhe following adverse events have been reported in 1% to < 3% of the rheumatoid arthritis patients in the cyclosporine treatment group in controlled
clinical trials.
Autonomic Nervous System: dry mouth, increased sweating; .
Body as a Whole: allergy, asthenia, hot flushes, malaise, overdose, procedure NOS®, mmor NOS*: wmghl decmase welghl increase;
Cardiovascular: abnormal heart sounds. cardiac failure, myocardial infarction, peripheral ischemia: )
Ceniral and Peripheral Nervous System: hypoesthesia, peuropathy, vertigo:
Endocrine: goiter;
ysphagia, cructation, itis, gastric uleer. gasiritis, gastroenteriis, gingival Bleeding, glosciiis peplic ulcer,
salivary gland :nlargr.m:m longnc iiserder, tooth disorder;
Infection: abscess. bacicrial infection, celtulitis, fatliculitis, fungal infection, herpes simplex. herpes 2osler, renal abscess, mnmllasxs tonsillitis. vlml infection;
Hematologic: anemia, epistaxis, leukopenia; lymphadenopathy:
Liver and Bifiary System: bilirubinemia;
Metaboli¢ and Nurritional: Wiabetes mcllitus,
Musculoskeletal System: arthralgia. bone fracture, bursit joint dislocation. myzlgia, stifiness, synovial cyst, tendoh disorder:
breast
Psychiatric: aniety, confusion, decreased libido, emotional tability. impaired concentration, increased libido, nervouisness, paroniria, somnolence;
Reproductive (Female): breas! pain, uterine hemonage;
Respirgtory System: abnormal chest sounds. bronchospasm:
Skin and A abnenmal dermatitis. dry skin. eczema. nail disorder, pruritus, skin disorder, urticaria:
Spu:lal Senses: abnormal vision, cataract, conjunctivilis, deafness, cyz pain, (aste perversion, tinojtus, vestibular disorder;
Urinary System: abnormal urine, hematuria, increased BUN, micturition urgency, nocturia, polyuria, pyelonephrilis, urinary mcammen::
*NOS = Not otherwine Specified

Psoriasis: The principa) adverse leacllons a!socnalbd wnh lh: use of ¢y clnspnnnc in pauems wﬂh psbriasis are renzl | dysfunction, headache, hypenensmn,
iarrhea, abdominal dlscomfan

Iethatgy; und musculoskeletal pr joint pain.

In psoriasis patients treated in US controlled clinical studies within the dose range, therapy was di; i 1% nl' the patients
because of hypericnsion and in 5.4% of the patients becausé of increased creatinine, In the majority of cases, these changes were Teversible afics dose reduction
or discontinuation of cyclosporine.

Thert has been one reported death associated with the use of :)clospunne in psoriasis. A 27 year old male developed senal deterioration and was continued on
cyclasporine. He had progressive remal failure. leading to death,

Frequency and severity of serum creatinine increases with dose and durition of cyclosporine lhuapy Thesc elevations are hkcly (o become more pronounced
and may result in ireversible renal damage without dose reduction or discontinuation.




Adverse Events Ocoming in 3% or More of Psoriasis Patlents in Controlled Clinlca) Trials

Body System*  Preferred. Term Cyclosporine (MODIFIED) - . Cyclosporine
v . .- - N (N=182) . . . . (N=185) |
Infection or Potential Infection . R 243%
Influenza-like Symploms . 81%
N . Upper Respiratory Tract Infections 11.3%
Cardiovascular System - 25.4%
.+ Hypertension** 25.4% .
«  UrnarySystem- . . - 162%
R . Increased Creatinine 15.9%
- . Central and Pefipheral Nervous System 205%
. < +140% -
. . . Paresthesia 4.8%
: Misculoskeletal Systém 8.7%
e . Anthsalgia 11%
Body As 2 Whole, - General 22:2%
- ain ; S 32%
Metabolic and Nutritional . . 27%
Reproductive, female " . es) 11.5% (6 of 52 females) .
\ : Resistance Mechanism ’ B s 211% :
: .. Skin and Appéndages 15.1%
o * " Hypenrichosis 54%
. Respiratory System 6.5%
\ Bronchospasr, coughing, dyspaea, rhinilis 49%
: Psychiawic - . e . 38%
o Gastrointestinal Syster . 287%
o Abdominal pain 6.0%
- Diarrhea §.9%
. - N Dyspepsia - 2% ;
n ° L sz !gypuplasia 6.0% .
. : Nausea 59%
: White cell and RES 2%

* Total percentage of events.within the system. .., tes s s
. ** Newly occurring hyperterision = SBP2160 munkg and/or DBP290 rhmHg.

- The follawing events occurred in 1% to Iess than 3% of psoriasis patiénts treated with cyelosporine. .
Body as i Whole: fever, flushes, hot flushes; Cardiovascular: chest pain; Censral and Peripheral Nervous System: appelite incriasé

nsomnia, dizziness,

5, vertigo; Gust disiention, consti gingival bleeding; Liver and Biliary System: hyperbilirubenemia; Neoplasrms: skip
: malignancies (squamous cell (0.9%) and basal cell (0.4%) carcinomas; Reficulaendosheliai: plaielet bleeding and cloiting disorders, red blood cell disorder:
- e Respiratory: Infection. vical and cther infection: Skin and Appendages: acns. folliculiis, keratasis, prurits, rash, dry skin; Urinary Systems micmusition

frequency: Vision: abnormal vision,
. Mild hypomagaesemia and hyperkalemia may occur but are asymplomatic. Increases in uric acid may becur and attacks of gout have been rarely reporicd. A

minor and dose related hyperbilirubenemia has becn observed in the absence of bepatoccllular damage. Cyclosporine therapy may be associated with & madect
increase of serum triglycerides o Elevation of triglycerides (> 750 mg/dL) occur in about 15% of psoriasis palicnts: levations of cholesterol

r
(> 300 mgfdL) ate abscrved in less than 3% of proriasis patients. Generally these laboratory abriormalities are reversible upon discontimmation of cyclosparine:

OVERDOSAGE: Theve is 2 minimal i with il
!- (Cyclosporine Oral Solution, USP (MODIFIED]). Transient hepatotozicity
General supportive measures and symplomatic treatment should be followed

- DOSAGE AND ADMINISTRATION:
SangCya™ (Cyclosporine Oral Solution, USP [MODIFIED)) has increased ilability in ison to C; ine (Non-Modified) e.g.
. i . SangCya™ {Cyclasporine [MODIFIED)) is not i [ i © (C. ine [N ified]) and cannot be used
interchangeably without physician supervision.

The dsily dose of SangCya™ (Cyclosporine Oral Solution, USP [MODIFIED]) should always be given in two divided doses, (BID). I
#® ' SangCya™ be administered on a consistent schedule with regard to time of day and relation (0 meals. Grapelrok and grapefiuit ju
increasing blood concentration of eyclosporine. thus shoutd be avoided.

Newly. Tvansplansed Patients: The initial oral dose of SangCya™ (Cyclosporine Oral Solution, USP [MODIFIED)) can be given 410 12 hours-prior to

. ion or be given ivcly. The initial dose of SangCya™ varies depending on the uansplanted argan and the other immunesuppressive agents
included in the immunosuppressive protocol. In newly wransplanted patients, the initial oral dose of SangCya™ is the same as the initial oral dose ot Cyclosparine

R Oral Solition, USP” Suggested inital doses are available from the results of a 1994 survey of the use of Cyclosporing in US Gansplant centers. 1he eaaeh s o
initie] doses were 93 mg/kg/day for cenal ransplan patients (75 centers), 84 mg/kgday for liver transplant patients (30 cemters), and 743 mg/kg/day for heart

ransplant pm;::a (26 cemers). Total daily doses were divided into g equal daily doses. The SangCya™ dose.is subsequently adjusted to achieve a pre-defined

recommended that
affect metabolism,

. (See Bivod C: in Poticnis, below) I porine blood rrough are psed, the
Lasget range is the same for SangCya™ as for Cyclosporine Oral Solution, USP. Using the same trough concentration target range for SangCya™ as for
Cyclosporine Oral Solution, USP results il greater cyclosporine exposure when SangCya™ is admini et Ph inétics; Absorprig) Dosing should

be titraied based on clinical assessments of rejection and tolerability, Lower SangCya™ déses may be sufficient 25 maintenance therapy.

Adjunct therapy with adrenal costicosteroids is recomménded initilly. Different tapering dosage schedules of prednisonc appear to achieve similar rosulls. A
ypreseniatiye dosage schedule based on the patents weight startcd with 2 mg/kg/day for he first 4 days tapered to | mgikgiizy by 1 week. 0.6 mg/kgiday by

2 yreeks, 0.3 my/kg/day by | month, and 0.15 me/kg/day by 2 months, and thereafter a5 a maintenance dose, Steroid doses may be further tapered on an
individualized basis depending on stams of patient and furiction of graft. Adjustments in dosage of prednisone must be made according to the clinical situation,

Canversion.from Cyclosporine (Non-Modified) e.g. *Sandimmune® to SangCya™ (Cyclosporine Ori Soliition, USP [MODIFIED]) in Transplant Patients:
In transplanted paticnts who arc considered for conversion (o SangCya™ from Cyelosporine {Non-Modified), SangCya™ should be started st saoee daily
. dose a5 was previously used with Cyclosporine (Non-Medified) (1:1 dose conversion). The SangCya™ dase thobld subscquently be adpisied o mtain me prc-
. i ine blood trough fon, Using the same wough concentration target Fange for SangCya™ as for Cyclosparine (Non-Modified)
: results in greater cyclosporine cxposure when SangCya™ is admini (See P) inetics. ion) Patients with suspected poor absorptien of
Cyclosponine (Non-Modificd) require different dosing strategics. {See Transplant Paiicnis with Poor Absorpiion of Cyelosporing (Non-todgied) betow] Tn

some patients, the increase in blood trough concentration is more pronounced and may be of elinical significance,

Until the blood trongh attains the pi ion value, it is strongly that the cycl ine blood trough be
R monltored every 4 1o 7 days after conversion to SangCya™. In addition, clinical safety parameters such as serim creatinine and blaod pressurc should be
- L monitored every two weeks during the first two monihs afier conversion. If the blood trough concentrations are outsilo the desired range and/or if the clinical
- safely purameters worsen, the dosage of SangCya™ must be adjusted accordingly.
Transplant Patients with Poor Ab. ion of Cycl (Ne if Paticnts with lower than expected o ine blood trough
satients ! A0 X

ons in

selation (o the oral dose of Cyclosporine. Oral Sclution, USP may have poor o of m porine Oral Salution, USP.

After conversion to Cyclosporine Oral Solution, USP 'QMODIFIED) patichis tend 1o have higher cyclosporine concentrations. Due to the inerssse jn
ility of 5 ion ¢ D), the i i

: Fine following o i 1 lood thotigh cong ‘may exceed the target
" range Particular caution should be exercised when converting patients to Cyclasporine (MODIFIED), at coscs.grestcs thar, 10 meg/kg/day. The dose
of SangCya™ should be titrated individu=lly based on cyclosporine irough i jlity, and clinical response, In this population the cyelosporine

blood trough cancentration should be measured more frequenily, at least twice a-week (daily. i inital dose excoass 10 me/hgk 2y) ontil the coneentration
stabilizes within the desired Tange. : .

. Rheumatoid Arthritis: The initial doss of SangCya™ (Cyclosporine Oral Soluiion, USP [MODIFIED]) is 2.5 mg/kg/day, taken twice daily s a divided (BID)
oral dose. Sali nonsteroidal ami-i ¥, 3gents. and oral cortisosteroids may ‘be continued. (See. WARNINGS and PRECAUTIONS: Drug
{nteractionus) Onset of action genctilly occurs between 4 and 8 weeks. If insufficient clinical benefit s seen and toleyability i Good Gincluding screm creatinine
less than 30% above basclinc), thé dose may be increased by 0.5 10 0.75 mg/ke/day after 8 weeks and again afier 12 Weeks s womimom St mg/kg/day. If

70 benefit is seen by 16 weeks of therapy, SangCya™ therapy should be disconginued,

Dose decreases by 25% 10 50% should be made at any time to
pretreatment level) or clinicaly significant laboratory abnorm:

ntrol adversc events, e.g.. hypertension elevations in serum creatinine (30% above patient’s
es. (See WARNINGS and PRECAUTIONS) B i

1 dose reduction is nét effective in controlling abnormalitigs or if the adverse event or abnormality is severe, SangCya™ should be discontinued. The same

a . initial dose and dosage range should be used if SangCya™ is combined with the ‘dose o 05t patients can be treajed with
. SangCya™ doses of.3 m/kg/day or below when combined with methotrexale doses of up 10,15 mhweek. (See CLINICAL PrG RMACOLOGY, Clinical Trials)

There is limited long-term treatment data. Recurrence of theumatoid arthritis discase sctivity is gencrally appareni Wiihin 4 weeks afier ‘Stopping cyclosporine.

- Proriasis: Thie injtial dose of SangCya™ (Cyclosporine. Oral Solution, USP [MODIFIED}) shonld be 2.5 mp/kg/day. SangCya™ should be taken twice. daily,
i a divided (123 me/kg BID) oral dose. Patients should be kepLa that dose for at least 4 weeks. barring adverse cvents. If significant cliiel improvement

fag not occurred in patients by that time, the patient's dosage shauld be increased at 2 week imtervals. Based on patient response, duse Inceases of approximately

0.5 mg/kg/day should be made 1o a maximum of 4 mg/kgiday. o . . ;

Dase decreases by 25% to 50% should be made at any timk to control adverse cvents, c.g.; hypertension, Elevations in'serum ercatinine (2 25% ‘bave, the

patient's prelceatment Jevel), or clinically signifirant laboratory abnormalitis. If-dose reductio 1s 201 effeciive in controlling abmormehitics or o dre eqcss

event or abrormality is severe, SangCya™ should be discontinved. (See Special Monitoring of Psoriosis Pafienis) .

Padents generally show some improvement in the clinical manifestations of psoriasis in 2 weeks, Satistactory control and stabilization of the disease may take
1210 16 weeks to achieve. Reulis of 2 dosc-titration clinical trial with Cyclosporine (MODIFIEDY indicate that an improvement of psariasis by 75% or ifiorc

response cannal be aghicved sfier 6 weeks at 4 mg/ke/day or the patient’s maximum tolesated dose, Once a patient is adequately controlled and, appears stable
the dose of SangCya™ should be lowered. and the paticnt treated with the lowest dose that maintains an adsquate response (s shoutd Les essarily be fofat
clearing of the patien). In clinical trials, cyclasporine doses at the lower end of the recommended dosage fange swere SHoctive 1o maintaining o satisfactory
response in 60% of the patients, Doses below 2.5 mg/kg/day may also be equally cffective, ; d

¢ + . SangCya™ Oral Solution (Cyclosporine Oral Solution, USP { )-Re ions for Adminisirarion: To make SangCya™ more palateble, it
should be dilutcd preferably vyith orange or apple juice thal is at room temperature, Grapefruit juicé affects metabolism of cyclosporine and should be avoided.
The combination of SangCya™ with milk can be unpalatable, .

the glass with more diluent 1o ensure that the total dosc is consumed. After use, dry the outside of the dosing syringe with 3 eleon fomel ang replace the protective
cover. Do not rinse the dosing syringe with water or other cleaning agents. If the sytinge requires cleaning, it must be completely dry before resuming vse.

i e T ST £y




Blood C ion Monitoring in Transplant Patients: Transplant centers have found blood concentration monitoring of cyclosporine to be an essential
component of- patient management. Of importance to bldod concentration' ‘analysis are the type of assay used, the transplanted organ, and other
immunosuppressant agents being administered. While no fixed relationship has begn blished, blood & ion monitoring may assist in the clinical

evaluation of rejection and toxicity, dose adjustments, and the assessment of cofmpliance.

Various assays have been used lo measure blood conceritrationis ‘of cyclosporine. Older studies using a non-specific assay often cited concentrations that were
roughly twice those of the specific assays. Therefore, comparison between concentrations in the published literature and an individual patient concentration using
current assays must be made with detailed knowledge of the assay methods employed. Current assay results are also not interchangeable and their use should be
guided by their approvéd labeling. A discussion of the diffefent assay methods is contained in Annals of Clinical Biochemistry. 1994, 31:420-446. While several
assays and assay matrices are available, there is a consensus that pz_\rcm-compound-speciﬁc assays correlate best with clinical events. Of these, HPLC is the standard
reference, but the monoclonal antibody RIAs and the monoclonal antibody FPIA offer sensitivity, reproducibility; and convenience. Most clinicidns base their
monitoring on trougli cyclosporine rations. Applied Phar kinetics, Printiplés of Therapeutic Drug Monitoring (1992) contains 2 broad ‘discission of
cyclosporine phannachinet.ics and drug rhonitoring techni Bload ¢ jon moriitoring is not a replacermient for renal function monitoring or tissue
biopsies. : ' : ' : T

HOW SUPPLIED; SangCya™ Oral Solution (Cyclosporine Oral Solution, USP [MODIFIED)) 100 mg/mL
A clear, slightly yellow liquid supplied.in 50.mL boitles containing 100 mg/mL (NDC 62053-539-05), packaged individually. L
Store and Dispense: In the original container at controlled roor temperature 68° to 77°F (20° lo 252C). Do ot store in the refrigerator. Oncg 6pened,

must be used within two months. At temperatures below 68°F (20°C) the solution may gel; light flocculation or'the formation of a light sediment may ‘BIS
There is no impact on product performance or dosing using the synnge provided. Allow to warm (o room temperature 77°F (25°C) to reverse these ¢ B

Rx only .
*Sémdim_mune® is a registered trademark of Novartis Pharmaceuticals Corporation

SANGSTAT e

. Manufactured for:

Manﬁfactured by: .
Eli Lilly and Company, . . SangStat Medical Corporatien,
Indianapolis, IN 46285, USA : Menlo Park, CA 94025, USA
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FC 0563 UCS
FC 0563 UCS

50 mL Size

Sang Cya g(r)?llltlon

(Gyclosporine Oral Solution, USP)

| 1 Sangcy MODIFIED

aTM 100 mg/mL

. . : Ry only
(Cy C[OSp orie Oral Solut on, U5, ) Ea:%é%%l“?3’3";5;;;;a:::::::::::::';;;:;‘izv"}t’
MODIFIED

(8.4% wt/v)
This bottle is child-resistant (CR) with

white (CR) cap as supplied.
100 mg/mL

Usual Dosage: See package insert for

dosage information.
RX only Waming: SangCya':(Cyclosporine Oral Solution,
USP [MODIFIED]) is NOT BIOEQUIVALENT to
- - - Sandimmune®(Cyclosporine Orat Solution, USP).
Warning: SangCya™(Cyclosporine Oral Solution, Do NOT use interchangeably without a phy-
USP [MODIFIED]) is NOT BIOEQUIVALENT to | - \Ztemssuentsion

Sandimmune®(Cyclosporine Oral Solution, USP).
Do NOT use interchangeably without a phy-

sician’s supervision.
Each mL contains:
cyclosporine, USP. 100 mg
alcohol, USP, dehydrated...........cocemenee. 10.5% v/v (8.4% wt/v) N ]
3
Manufactured by:

62053-539-05
Eli Lilly and Company, Indianapolis, IN 46285, USA
Manufactured for:

SangStat Medical Corporation, Menlo Park, CA 94025, USA

-

Manufactured by: Eli ‘Lilly and Company
indianapolis, IN 46285, USA

Manufactured for: SangStat Medical

Corporation, Menlo Park, CA 94025, USA
| SANGSTAT SANGSTAT
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Do not rinse syringe or tube before use.

1. To open, remove and discard the
tamper-evident safety seal and
unscrew the cap counterclockwise.

2. Insert tube with attached clear stopper

it snaps in place.

3. Insert tip of syringe into opening at top
of clear plastic stopper. Note: Do not
rinse syringe before use. If water gets
into the product through the syringe or
any other means, it will cause variation
in dose. Draw up the prescribed
amount of SangCya™.

4. Iflarge bubbles form in syringe during
withdrawal, empty the SangCya™ back
into the bottle and repeat withdrawal
procedure.

et el

kit

5. After use, wipe syringe with dry tissue;
do not rinse. Store syringe in clear
case. Note: The tube with attached clear
stopper should remain in the bottle.
Reseal bottte with screw-on child-
resistant cap.

Precision “pump” allows accurate dosing, less waste, and less mess.

(not syringe) into SangCya™ bottle until

|
!

(Cyclosporing Oral Solution, USP)
MODIFIED
100 mg/mL

Exp. Date/Lot No.

This bottle is child-resistant (CR)
with white (CR) cap as supplied.

Usual Dosage: See package insert
for dosage information.

Store and Dispense: In the original con-
tainer at controlled room temperature
68° to 77°F (20° to 25°C). Do not store in
the refrigerator. Once opened, the
contents must be used within two
months. At temperatures below 68°F
(20°C) the solution may gel; light
flocculation or the formation of a light
sediment may also occur. There is no
impact on product performance or
dosing using the syringe provided. Allow
to warm to room temperature 77°F (25°C)
to reverse these changes.

UCs5383

Sandimmune® is a registered trademark
of Novartis Pharmaceuticals Corp.

SANGSTAT




CONFIDENTIAL
SangStat Medical Corporation Final SangCya™ Labeling ANDA #64-195

Primary Label (bottle) .

ckage insert for

Isual Dosags e pa
dasage information.

Gl 'SP Stere and DtlsPe:‘sfl l;lhe ortlgmal ratur .
yrlosporine Jution, container at controlled soom temperature
{C ) 68° ta 77°F (20° to 25°C). Do notglore in L __
ODIFIED the refrigerator. Once opened, the -
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SANGSTAT

November 13, 1998

Mr. Douglas L. Sporn

Director, Office of Generic Drugs, HFD-600
Food and Drug Administration

Document Control Room 150

Metro Park North 1T

7500 Standish Place

Rockville, Maryland 20855-2773

Subject: ANDA #64-195, SangCya™,
(Cyclosporine Oral Solution, USP [MODIFIED]), 100mg/mL

SPECIAL SUPPLEMENT — CHANGES TO BE EFFECTED

Dear Mr. Sporn:

Reference is made to our abbreviated new drug application dated November 21, 1996, for
SangCya™ Oral Solution (Cyclosporine Oral Solution, USP [MODIFIED]), 100 mg/mL.

Please refer to our October 30, 1998 Letter of Commitment addressed to the attention of Mr. Jerry
Phillips, Director of Labeling and Program Support, OGD. Enclosed please find the final printed
labeling. We have supplied four copies of the container label and carton, and twelve package
inserts. Also enclosed for reference is a copy of the October 30™ letter.

SangStat requests that all information in this file be treated as confidential within the meaning of 21
CFR 314.430 and that no information from the file be released to an applicant without written
consent by SangStat to an authorized member of your Office.

If you have any immediate objection or questions, please contact me by phone at (650) 688-2335 or
by fax at (650) 853-1256.

Sincerely,
Z””/ BECEVED
Hana Berger Mofan, Ph.D. NOY 1 6 1998

Sr. Vice President
Regulatory Affairs and Quality Assurance

cc: Philippe Pouletty, M.D.

1505 Adams Drive * Menlo Park, CA 94025 « Tel: 650.328.0300 * Fax: 650.328.8892





