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WARNING
Only physicians experienced in the management of sysiemic immunosuppressive therapy for the indicated disease should prescribe Gengraf™
teyclosporine capsules. USP [MODIFIED]). At doses used in solid ofgan plantation. only ph: n pp ¢
therapy and managemeni of organ transplant recipients should prescribe Gengraf™. Patients feceiving the drug should be managed in facilies
equipped and staffed with adequate laboratory and supp medical res . The physician for therapy should have
complete information requisite for the follow-up of the patient.

Gengraf™. a sysiemic IMMunOsUppressant, may increase the suscepribiiity 10 infection and the development of neoplasia. In hidnev. iver, and
hean transpiant pavents Gengraf™ may be admi with other agents. Increased suscepuibifity To infection and the
possible developmen: of lymphoma and other neoplasms may result from the increase in the degree ol immunosuppresston In transplant patients.

Gengraf™ {cvclosporine capsules. USP [MODIFIED}; has sed b v in S {evclosponine capsules.
USP [NON-MODIFIED)), Gengraf™ and Sand| ®* are not bioeg and cannol be used imterchangeably without physician
supervision. For a given trough concentration. cyclosporine exposure will he greater with Gengraf™ than with Sandimmune®+_ Jj » pauent who
is receiving exceptionally high doses of Sandimmune®* s convered 1o Gengral™, particular caution should be exercised. Cyclosporine hlood
X should be i in plant and rh anthritis patients 1aking Gengraf™ 10 avoid toxicity due 1o high concentrations,
Dose adjusiments should be made in transplant patients to minimize possible organ rejection due 1o low concentrations. Comparison of blood
concentrations in the published literature with blood concentrations obtained using current assays musi be done wih detailed knowledge of the
assay methods employed.

For Psoriasis Patients (see also Boxed WARNINGS above)

Psoriasis panents previousiy trealed with PUVA and 10 a lesser exient. methy or other im agents, UVB. coal tar, or

radiation therapy. are al an d risk of d ping skin mal ies when taking Gengraf™ (cyclosponne <capsules. USP {MODIFIED)).
Cyclosporine. the active ingredient in Gengral™. in recommended dosages, can cause systermic hypenension and nephrotoxicity. The risk

increases with increasing dose and duration of cvclosporine therapy. Renal dysfunction. including structural kidney damage. is a potential

consequence ot cyclosponne. and therefore. renal function must be monitored during therapy,

DESCRIPTION: Gengraf™ (cyclosporine capsules. USP IMODIFIED)) 1s a modified oral formulation of cyclosponne that torms an aqueous
dispersion in an aqueous environment. - LT

NOTE: The nomenclature “Cyclosporine Capsules for Microemulsion” has been changed Ihroughnul‘llp wnsert 10 read "Cyclosporine. Capsules USP
(MODIFIED)

Cyclosporine. the active prnciple in Gengraf™ Capsules, is a cyelic polypeptide IMMUROsUppressanl agent consisting of 11 amino acids. It i«
produced as a metabolite by the fungus species Aphunexciadium album.

Chemically, cyclosponine 1 designated as [R-|R*. R~ )ll-cyclic~(L-a!anyl-D—nl:m)‘l-.V-m:lh_\'l-L-I:uc_\ I~N-melh_\'l-L-Ieuc_\'l-N»vncth_\l-L-\'.'II)‘H-
hydroxy-A 4-dimethy I-L-2 b-octenoyl-L-a-4 bu '\'—mtlh)IglycyI»/\-mclh_\'l-L-Icuc_\l-L—ml_\‘I-I\-melh_vI~L-Icucyl [

Gengral™ Capsules teyclosporine capsules. USP [MODIFIED): are available in 25 mg. 50 mg, and 100 mg strengths.
Each 25 mg capsuie contay yelosporing mg. alcohol. USP. absoiute. 12.8% viv (10,1 wifvol.).

Each 50 mg capsule contains: velosporine. 50 me. alcohol, USP. absolute. 12.8% viv (10.1% wijvol.).

Each 106 mg capsule contains: cyclosponme. 1N me. alcohol. USP, absolute. 1286 v/ A0.1% wijsol .

Inactive Ingredients: FD&C Blue No. 2. gelatin NF. polyethyvlene glycol NF, polyoxyl 35 castor oil NF, polysarbate 80 NF, propylene glveol USP.
sorbitan monooleate NF. titanium dioxtde.

The chemical structure for cvclosporine USP js:
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CLINICAL PHARMACOLOGY: Cyclosporine is a poten mmunosuppressive ageni that in animals prolongs survival of allogeneic transplants
wnvolving skin. kidney. liver. heart, pancreas. bone marrow. smali inestine. and lung. Cyclosponine has been demonsirated to suppress some husnoral
immunly and 10 a greater extent. cell-mediated Immune reactons such as allografi. rejection, delayed hypersensitivity. expenmental allergic
encephalomyelitis, Freund's adjuvant anhniis. and £raft vs, host disease in many ammal species for a variety of organs.

The effeciiveness of cyclosporine results from specific and reversible inhibition of immunocompeient lymphocytes in the Gy- and Gy-phase of the
cell cycle. T-ymphocytes are preferentially inhibited. The T-helper cell is the main target. although the T-suppressor cell may also be suppressed.
Cyclosporine also inhibits lymphokine production and release including imerleukin-2.

No effects on phagocytic function (changes in enzvme secretions, chemotactic migration of granulocytes, macrophage migration. carbon clearance
@ vieo) have heen detecied in animals. Cyclosporine does not cause bone marrow suppression in amimal models or man.

Phar inetics: The pp aclivity of cyclosporine is primarily due 10 pareni drug. Following oral administration, absorption of
cyvclosp in plete. The extent of ab plion of cycl is di on the ind patient. the paticni population. and the formulation.
Elimination of cyclosporme is primarily biliary with only 6% of the dose tparent drug and meizholites) excreted in urine. The disposition of
cyclosporine from blood is generally biphasic. with a terminal half-life of approximately 8.4 hours (range 5 to 18 hours), Following intravenous
admunistration. the blood clearance of cyclosporine tassav: HPLC) is approximately 5 1o 7 mL/min/kg in aduht recipients of renal or liver allografis,
Biood cyclosporine clearance appears 1o be slightly slower in cardiac transplant pateents.

The relationship between administered dose and exposurc (area under the conceniration versus time curve. AUC) is linear within the therapeutic dose
range. The intersubject varability ttotal. % CV) of cyclosporine exposure (AUC) when cvclosporine (MODIFIED) or eyclosponne (NON.

MODIFIED) is adm ranges from app h 20% 10 80% in renal transpant pavients. Thi intersubject variabihity contributes 10 the need
tor individualizanon of the doning regimen for aptmal therapy »ver £33 VOE D ADYINISTRATION oo e o0 e

.
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CLINICAL PHARMACOLOGY: Cyclosponne 1 a potent IMMUNOSUPPressive agent that in animals prolones sunanal of allogeren: transprants
nvoiving skin. kidney. liver. hean, pancreas, bone marrow, small Hniestine. and fung. Cvclosponne has heen demonstrated 1o SUPPREsy some humors)

No eftects on phagocvuc funcion ichanges in enZyme secretions. chemmtactic migration of granulocvies. macrophage migration, carbon cicaranc.
in 11vo) have been detected in animals. Cyclosponne does not cause bone MAITOW suppression i animal models or man

pp 0 parent drug. thnmmg,or:l adminisiraton. atsarmion o1
cvclosponne 1s ncompiete. The extent of absorption of cxclosponne 1s dependent on the individual patient. the pauent population. and the tormulanon
Eliminanion of cxclosporine 1s prmanly biliarv with only 6% of the dose {parent drug and metaboluest excreied 1 unne. The disposinon ot
cyvclosporine from blood s generally biphasic. with a ierminal half-life of approumately &4 houn trange 5 %0 IX hourst. Foliow g Itravenous
admimsiration. the blood clearance of cxclosponne 1assay: HPLC) 1y approximatels S 1o 7 mbmindg in adult fecipients of renai or Iiver allograhis
Biood cvclosporine clearance appears to be slightly stower in cardiac ranspiant patients.

The reiauonship between adminisicred dose and £xposure (arey under the concentration verus tme curve, AUC) is finear within the therapeutic dose
range. The intersubject vamabilits (total. % CV) of c¥closporine exposure (AU'C) when cxciosporine IMOIMFIED) or ovelosponne (NON-
MODIFIED) is agmi d ranges from Iy 20% to 50¢ 1n renal transplant patents. This interubrect vanabiliny contributes to the need

Ph. ineti The SIVE activity of cyclosponne 15 pnmarth. due To

transplant recipients (5 CV) was 9%-215 for cxclosporine tMODIFIED) and 1945.-26% for cyvciosponne INON-MODIFIED). In the same studres.
P! p! >

T v of rough ¢ (% CV) was 175.30% for cyclosponne (MODIFIED) ang HC38G tor cvciospore (NON-
MODIFIED). R .
Absorption: Cyclosporine IMODIFIED) has increased bioavailability compared 10 cyelosporine (NON-MODIFIED) The absolute bioavailabibiny
of cvclosporine as Sand ®* evelosponne INON-MODIFIED)) :s dependent on the patem POpulation. cxtimated to b fess than

0% in Jiver transplant palients and as great as 89% in some renal iransplant pavents. The absolute broavarlability of evclosponine admmistered as
cvclospornine (MODIFIED) has not been determined in adults. In studses of renal transplant. theumatond anhntis and peoriasts patients. the mean
cxciosporine AUC was approximately 20 to 50¢; greater and the peak blood cvclosporine concemiration (Crnan b waty approximately 0% 10 106¢
greater foliowing administratson of cxclosporine (MODIFIED; compared to follow ing administration of Creiosponne INON-MODIFIED). The dose
normalized ALC in de neno iver transplant pavients admimsiered cvclosporme IMODIFIED) 25 day s after trunsplantation was St greater and Cp,y,
was Y% preater than in those patents administered cvclosporine (NON-MODIFIED). AUC and Crnyy are abvo mereased o chnponne (MODIFIED)
refause to cvclosponne INON-MODIFIED) in hean transplant patients, bt datg are very limited. Although the AUC and Crmav values are higher on
cyclosponine (IMODIFIED) refative 10 cxclosporine (NON-MODIFIED). the pre-dose 1rough concentrations (dose-nomalized) are sinmfar for the two
formulations

Following oral administranon of cyclosporine IMODIFIED), the ime 10 peak bload cyclosponne concentration {Tmax tranged trom 1.5 10 2.0 hour

d of food with cyclosporine IMODIFIED) decreases the cyclosponne AUC and Conar- A bugh fat meal (669 heal, 45 grams fat)
consumed within one-haif hour before cvelosporine (MODIFIED) administration decreased the AU'C by 134 and Cpy,, by 33%. The effects of a low
fat meal (667 keal. 15 grams fat) were similar.

The effect of T-ube diversion of bile on the atworption of cvclosponine from cxclosporine (MODIFIED) was InveNligated in eieven de novo hiver
transpiant patients. When the patients were adminisiered cyclosponne tMODIFIED) with and without T-tube diversion of bile. very lutle difternce in
absorption was observed, as measured by the change 1n maximai cyclosponne biood concentrations from pre-dose values with the T-tube closed relatn ¢
to when it was open: 6.9+41% trange -55% 10 68%)

Ph instic P (mean2SD}

Patient Dose:day! Dose/weight
i (mgikg/d)

Trough? CLF CL/F
1.9} (mlmin} (mL:min/kg)

De novo renal 597£174 795281 877242089 18022428 3612129 93204 7.822.9
Iransplant?

Week 4 (N=37)

Stable renat 3122 4102158 603522194 13332368 2512116 492130 S92

transplanid (N=55)

De neva liver 4584190 6.89+3.68 TI8722816 1555740 2081101 5772300 X.6157
transplant$

Week 4 (N=18)

De novo theumatoid  182455.6 13710.36 26311877 7282263 96.4+37.7 0132196 832K
anthntist (N=23)

De nevo psoriasist 1891698 2.4840.65
Week 4 (N=i8)

232411048 6552186 T49440.7 234186 102239

!Total daily dose was divided into 1w0 doses administered every 12 hours.
AUC was measured over one dosing interval,
*Trough concentration was measured just prior to the moming cyclosporine t MODIFIED) dose, approximately 12 houns alier the previous dose.
4Assay: TDx specific al fl scence pol 3

SAssay: Cyclo-trac specific monocional radiommunoassay,

Assay: INCSTAR specific monoclonai radioimmunoassay

Distribution: Cyclosporine is distnbuted largely outside the blood votume. The sieady state volume of dismibution during imravenous dosing has been
reponted as 3-5 Likg in solid organ transplant recipients. In blood, the distrita is conce 0 dep LA 1y 3647 is n plasma,
44-9% in Iymphocytes. $6-13% n granulocyvies, and 41%-S8% in ervihrocvtes. Al high concentraitons. the binding capacity of feuhocytes and
ervthrocyvies becomes sawrared. In plasma, approximately 904 is bound 10 protemns, primarily lipoproteins, Cyclosponine is excreted in human milk
tsee PRECAUTIONS. Nursine Mothers,).

Metaboti Cyclosy 18 ex) 1y b by the cylochrom&P450 11-A enzyme system m;ﬂTq_lncL and 1o a desser degree m the
gastrointestinal tract, and the kidney. The metabolism of cyclosporine can be aPered by the coadministration of axariely of agenis 1sec PRECAUTIONS.
Drug Interacnons). At least 25 metabolites have been identified from human bife. feces. blood. and urine. The biological activity of the metabolhites and
their contnbutions to loxicity are considerably less than those of the parent compound. The major metabolites (M. M9, and M4N) result from oxidation
al the I-beta. 9-gamma, and 4-N-demethylated positions, respectively. Al sieady state folk g the oral ad) of cyclosp {NON-
MODIFIED). the mean AUCs for blood concentrations of M1, MY yng MIN are about 70%, 21%. and 7.5% of the AUC for blood cyclasponne
concenirations, respectively. Based on blood conceniration dala from stable rena) Iransplant patients (13 panents administered cyclosporne
(MODIFIED) and cyclosporine (NON-MODIFIED) in 5 crossover study). and bile concentration .data from de novo liver transplant panents
(4 administered cvclosporine (MODIFIED). 3 administered cyclosporine INON-MODIFIED), the percentage of dose present as Mi. MY, and M4N
metabolites is similar when either cyclosponine (MODIFIED) or cyclosporine (NON-MODIFIED iy admmisiered.

Excretion: Only 4.1% ot a cyclosporine dose is excreted unchanged in the unne. Elimination is pnmarily bihary with only 6% of the dose tparent
drug and metabolites excreted 1n the unine. Neither dialysis nor renal failure alter cyclosporine clearance significantly,

Drug Interactions: 1see PREC, AUTIONS, Drug Interacnions). When diclofenac or methotrexate was co-adminisiered with cyclosporine in rheumatoid
anthntis patients. the AUC of diclofenac and meth . each way v increased (sec PRECAUTIONS, Drug teracnons). No chnically
significant pharmacokmetc nierachions occurred between eyclosporine and aspinn, ketoprofen. piroxicam, or indomethacin,

Special Populati Pediatric Population: Ph tnetic data from pediatric paticnts adminisiered cyclosporine (MODIFIED) or cyclosporine
{NON-MODIFIED) are very limited. In 15 renal transplant patients aged 3-16 vean. cyclosponine whole blood clearance ater IV adminisiration of
cyclosponne INON-MODIFIED) wa 10.623.7 mL/minkg (assay: Cyelo-trac specific RIA). In a Mudy of 7 renal transplant patients aged 2-16, the
cyclosponne clearance ranged from 9.8 10 15.5 mLimin/kg. In 9 fiver transplant patienis aged 0.6 to 5.6 years, clearance was 9.345 4 mL/min/kg (assay:
HPLC).

In the pediatric population. cyclosporine {MODIFIED) also d an increased bi labilty as compared 10 cyclosporine (NON.
MODIFIED). In 7 liver de nenes transplant patients aged | 4 10 10 years. the absalute boavailability of cyclospornne IMODIFIED) was 43¢ {range
30% 10 68%) and for cyclosponine (NON-MODIFIED) in the same individuais absotute bicavailability way 28% irange 17% 10 426 ).

Stable iver iranspiant?
Age 2-8. Dosed TID (N=9) 101£25 5.9541.32 21631801 629219 285494 16.614.3
Age 8-15. Dosed BID {N=§) 18855 4.9612.09 427241462 9754281 78180 10.244.0
Stable liver transplam?
Age 3. Dosed BID (N=1) 120 833 5832 . HS0 1 [IRY
Age 8-15. Dosed BID {N=5) 158+55 5514191 445242475 1013635 3284121 110219
Stable renal transpiant?

Age 7-15. Dosed BID (N=5) 328483
}AUC was measured over one dosing interval,

2Assay: Cyclo-trac specific monoclonal radioimmunoassay,

JAssay: TDx specific monoclonal fluorescence polanizaiion immunoassay.

7372411 692211988 18274487 418143 87£29

Geriatric Population: Comparison of single dose data from both normal elderly volunteers (N=18, mean age 69 years) and elderty rheumatoid arthritis
patients tN=16, mean age 63 years) to single duse data in young adukt volunteery (N=16. mean age 26 years) showed no stgnifican difference in the
pharmacokinetic parametery.

CLINICAL TRIALS: Rheumatoid Arthritis: The effectiveness of cyclosporine (NON-MODIFIED; and cyclosporme (MODIFIED) in the

of severe thy anthritis way evai in five clinical studies involving a total of 728 cyclosporine treated pauents and 273 placebo

treated patients,
A summary of the result is for the " " rates per group. with a resp being defined as a patient having completed
the trial with a 205 improvement in the tender and the swolien joint count and 4 2% nLin 2 of 4 of invesug global. patient plobal,

disahility. and erythrocyte sedimentation rates (ESR) for the Studies 651 and 652 and 3 of 5 of investigator global, patient globat, disability. visual
analog pain. and ESR for Sturies 200R. €54, and 302,

Study 651 enrolled 264 Patients vith active theumatoid anthrin with a7 feast 20 imvolved iomt. who had Foled i deant one wamoe R drie 1w
322 randomization 10 one of e ollowime thees s 0 e v

I3



CMUDIF IR s s . RTPT
4 admimsiered cvclosporne (MODIFIED:. 3 admimistered cvelosponne INON-MODIFIED L he pereentage of dose Prosdie e Moo A a0 Ve
melabolites 1s similar when either cvclosponne | MODIFIED) or cyclosponne INONMODIFIED) 1 sdmimitered

Excretion: Only 0.1 ol a cyclosponne dose 1s excreied unchanged m the unne. Elmination i pimaniy biiany with onfy 60 o the dose cparert
drug and metabolites) excreted i the unne. Netther diaiysis nor renal fature ahier cyciospenne clearance sigmficantly

Drug interactions: (sce PRECAUTIONS. Druc Interactions . When diclolenac or methotrexate was co-admmistered with €3 CIoNpOnne 1n seumaton

arthnits patients. the ALC of dicl and each was 1 v ncreased (see PRECAUTIONS. Drue Iateractionss o coimicalty
signtficant pharmacokinetic IMeractions occurted between cyclosponne and aspinn. hetop prroxicam, ot hacin
Special ¥ i Pediatric Pop : Pharmacokinetic data from pediatnic patients administered cvciosporine (MODIFIED) or cyuiosponny

(NON-MODIFIED) are ven hmited. In 15 renal transpiant panients aged 3-16 vean. cyelosponne whoie blood clearance atter IV adminisration of
cvclosponne (NON-MODIFIED) was 10.623.7 mLiminikg (assay Cyclo-trac specific RIAY In 2 siudy of 7 renal transplant pauents aged 2-16. the
cvclosporme ciearance ranged trom 9.8 10 15.8 mLmundg. In 9 liver transplant patienis agedl (.0 1a.0 vears, cicargaee was 43354 mb minkg fasa
HPLCH . -z - - .

In the pediatric populauon. cyciosporine (MODIFIED! alxo demonsrates an increased boavailaplity as compared 10 cvelosponne (NON-
MODIFIED). I 7 Iiver de novo transplant patients aged 1.4 10 10 vears. the absolute tioavulabiliny of exelosponne (MODIFIED) wax 43¢ crange
205 10 68% ) and for cyclosponne (NON-MODIFIED} in the same mdi iduals absolute Mroavatabiliny was 28 trange 175 10420

Pediatric P ingtic P imeansSD}
Patient Dosa/dey Dose/waight AUCt Crnan CurF CUF
Popelati (mg/d} ) imgohe/mi} ing/mL) {miimin) imimin/kg)
Stable liver transplant®
Age 2-8, Dosed TID (N=9) 101228 21632801 6292219 Th6zd 3
Age 8-15. Dosed BID (N=8/ 188253 Q752281 102230
Stable Iner wransplant’ -
Age 3. Dosed BID (N=1) 120 “ 833 5832 1050 e
Age 8-15. Dosed BID N=5) 158235 5512191 445222478 10834638 o1y

Stable renal transplant
Age 7-15. Dosed BID IN=5) 328483 7374411 6922+ 19R% 18274387 11N2]43 87228
JAUC was measured over one dosng interval.

Assay: Cvclo-trac specific monoclonal radioimmunaassay
3Assay: TDx specitic monocionat f ¢ polarization

Geriatric Population: Companson of single dose data from both normal elderly volunteers {N=8, mean age 64 vearss and elderiy theumatond anhnis
patients tN=16. mean age 68 Vears) to ningie dose dala in voung adult volunteen (N=16, mean age 26 vears) showed no sgniticant ditterence 1n (LN
pharmacokinelic parameters.

CLINICAL TRIALS: Rheumatoid Arthritis: The effectiveness of cyclosporine (NON-MODIFIED) and cyclosporne (MODIFIED) i he
treatment 01 severe rheumatoid anhntis was evaluated mn five climeal studies involving a total of 728 cxclosportne treated paticnis and 273 placebo
treated patients.

A summary of the results 15 p d for the “responder” rate per tre: group. with a responder being defined av a patent having completed
the trial with a 205 improvement in the tender and the swolien jount count and a 20*¢ improvement in 2 o 4 of mvesngator global. patient glohal.
disability. and ervihrocyte sedimentation rates {ESR) for the Studies 651 and 652 and 3 of § of mvestgator globat. patient global. disahihty. v isual
analog pam, and ESR for Staties 200, 654, and 302,

Studs 651 enrolled 264 patients vith active theumatoid arthritis with at least 20 involved jomts. who had failed at least one magr RA drug. using 4
3 randomization 10 one of the following three groups: (1) cyclosporme dosed al 255 mg/g/day. (21 methotrexate at 7 505 memech. of
131 placebo. Treatment duranon was 24 weeks. The mean cyclosponne dose at the last visit was 3.1 mg/kg/day. See Graph below

Siudy 652 enrolied 250 patients with active RA with >6 active panful or tender joints who had latled at least one major RA drug. Pavients were

d using a 3:3:2 olof3 ams; (1) 1.5-5 mg/kg/day of exclosporine, (2y 2.5-5 mgAgiday of eycosportne. and
(3) placebo. Treatment duraiton way |6 weeks. The mean cvciosponne dose for group 2 at the last vistt was 2.92 maAg/day. See Graph below

Study 200x enrolled 144 patients with active RA and >b actve joints who had unsuccessful treatment courses of asprrin and gold or Penicillannne
Palients were rand d (o one of two groups: {11 cveh e 2.5-5 mgkg/day with adsiments atter the 1int month to achieve a target
trough level and () placebo. Treatment duration was 24 weeks. The mean cyclosponne dose at the last visit was 303 myhgrday. See Graph below

Study 634 enrolled 14% patients who remamned with active joini counts of & or more despite treatment with masimally tolerated methotrenate doses
for at least three months. Patients conniaued to take their current dose of methotrexate and wen randomized 10 receive. 1 addivon. ane of the toliowing
medications: (1) cyclosporme 2.5 mg/kg/day with dose increases of 0.5 me/Agiday at weeks 2 and 4 1f there was no evadence of toxicity and further
increases of 0.5 mg/kg/day at weeks % and 16 11 a <30% decrease i active jimt count occurred without any significant toxicuty: dose decreases could
be made at any time for toxicity of {2) placebo. Treatment duration was 24 weeks. The mean cyclosporine dose an the last vigt was 28 meAg/day
{range: 1.3-4.1). See Graph below

Study 302 enrolled 299 patients with severe active RA. 99% of whom were unresponisive or iniolerant 1o at feast one prior major RA drug. Patenis
were randomized 10 | of 2 treatment groups (1) cvelosporine tMODIFIED) and «2; cxclospanine INONMODIFIED). both of which were sarted at
2.5 mg/kg/day and increased after 4 weeks for inefficacy n increments of 0.5 mg//day 10 2 maximum of 3 mhg/day and decreased at any e for
toxicity. Trearment duration was 24 weeks. The mean cyclosponine dose at the last visit wias 291 mgAgiday tange: 072517 for evclosponne
(MODIFIED! and 3.27 mg/Ag/day (range: 0.73-5.68) for cyclosporine INON-MODIFIED). Sec Graph below

Homibers on oG 3¢ P-VEILES ¥E. PCEDO. ACR Responders
soon unioss indkcated stherwise Randomized

450% 651 652 2008 654 302
8 “CoA vs Mt 00T
w0 0045

38.0% 001
30.0%
25.0%
200 4
18.0%

10.0% 4
50%
(TS

- 0.001 "Cshvs CsA Mo !

024

v T -
CoA | Mix | pia | CsA | pia | CsA  pia  CsAe plas CsA  CoA
1 Cyciosporne IMODIFIED) M Mo (Mod)!

INDICATIONS AND USAGE: Kidney. Liver and Heart Transplantation: Gengraf™ tcyclosporine capsales. USP (MODIFIED} » ndicated tor
the prophy laxis ot organ rejection 1 kidney, liver. and hean allogeneic ransplants. Cyclosponne (MODIFIED) has been used n combination with
azathioprine and coricosterods.

Rheumatoid Arthritis:  Gengraf™ (cyclosporine capsules. USP (MODIFIED]) 1 indicated for the weatment of paticats with severe active.
rheumatoid arthrius where the disease has not adeguately responded to methotrexate. Gengral™ can be used i combination with methatrexale in
rheumatoid anthritis panients who do not respond adequately 10 methowrexate alonc.

Psoriasis: Gengraf™ tcyclosponne capsules, USP [MODIFIED]) is indicated for the treatment of acludr, nommmie ompromied paticnis with severe
(i.e.. extensive and/or disabhing . recakcitrant. plaque prortasss who have failed 1o respond 1o at lcast one systemic therapy te.g.. PUVA. retinoids. or
methotrexale) or i patients for whom other systemic therapies are contraindicated. of cannot be wierated.

While rebound rarely occurs. most patients will experience relapse with Gengraf?™ as with other therapies upon cessation of freatment

CONTRAINDICATIONS: General: Gengraf™ tcyclosporine capsukes. USP [MODIFIED]) is contrandicated in patients with a hypersensitivity
10 cyclosponne or to any of the ingredients of the formulition.

Rh id Arthritis: R d arthritis patients with sbrommal renal function. uncontrolled hypertension or mahgnancies should nat receive
Gengraf™ ¢cyciosporine capsules. USP IMODIFIED)).

’.
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Therapy Responds 1o decreased cyciosponne Responds 1o increased <1701y OF alllii v Mpnx c job i1
005, opeODL < 0001, dp < 00001
A torm of a CVCIoSp 1ated nep hy 18 characienzed by senal deteroraiion 1n renal function and mormphologic changes i the Kidnes~

From 5 10 13% o1 iransplant recipients who have receved cyciosponne will fail 10 <how 2 FeJUCTION I TISING sErum creatne despite a decrease or
discontinuation of cvclosponne therapy. Renal biopsies from these panents will demonsirate one of several of the followny alterations. tubular
vacuolization. tubular microcale > capiliary cong lopathy. and & stnped torm of ntersniial fibrosts with wbular atrophy
Though none of these mormphologic changes is enurely specific. @ diagnosis of r_\dmpnnm-a\mmled structural nephrotoxicily requires evidence of
these tindings

When considenng the de P of eyl - ated nephropathy. it 15 ROIEW orthy thal several autnor have reporied an assoc1aton between
the appearance ol imentital fibrosis and mgher ¢ doses of perastently high circulauing trough levels ot evciosponne. This s paricularhy true
during #he first & posi-transplant months when the dosage tends 1o be tughest and when. 10 kidney Fecipients. the organ appears 1o be most vulnerable
(L) lhc.mu: ifects of cvclospornne. Among olher contnbuting factors 10 the development of nterstitial fibrosis 1n these patients are ml_nmgcdwnu\um
ume. wanm ischerma ime, as well as episodes of acute LOXICI. and acute and chronic rerechion The mversbility o nierntab fibroa and 1tv
correlation to renal function have not vel been determined. Reversibiliny of antenolopathyhas been reporied atier slopping arclosporme of fowenng the
dosage. -

Imparred renal function al any ume reguires close monitoning. and trequent dosage adjustment may be indicated

In the event of severe and unremitling rejection. when rescue therapy with pulse steroids and monocional antibadies Eul 10 reven the rejection
episode. it may be p bie 10 switch 10 therapy rather than increase the Gengraf™ dose o exceswive levels

Occasionally panenis have developed a svndrome of thrombocytopena and microangiopathic hemolyuc anemia which may resuit in gratt talure
The vasculopathy can occur in the absence of rejection and 15 accompaniied by avid platelet consumption within the graft ax demonsirated by indium
111 tabeled piatelet studues. Neither the pathogenesis nior the management of this syndrome 1s clear. Though resolution has occurred after reduchon or
discontnuation of cyclosporine and 1) adminisiration of streprokinase and heparin or 2) plasmapheresis. thes appears to depend upon early detection
with Indium 111 labeled platelet scans (see ADV ERSE REACTIONS .

lic: ! associaled with hyperchloremic metabolic acydosis) and hyperuncemia have been seen occassonaly M

individual panents. . )

Hepatotoxicity associated with cvclosperine use had been noted m 4% of cases of renat transplantation. 7% 0f cases of cardiac ransplantation. and
45 of cases of hver transplantation. This was usually noted during the fint month of therapy when high doses of cyclosponne were used and consisted
of elevanons of hepatic enzymes and bilirubin. The chemistry efevations usually decreased with a reduction in dosage. -

As in patients recesving other mmunosuppressants. those patients recening cvclosponne are at ncreased risk for development of lymphomas and
other mahgnancies. paricularly those of the shin. The increased nsk appears related to the ntensity and duration of IMMURSUPPIENSION rather than to
the use of specific agents. Because of the danger of ovenuppression of the immune svstem resuiting in ncreased nisk of tntechion or malignancy. J

regimen ¢ ¢ mullipie p ants should be used with cauuon

There have heen reports ot convulsions i adult and pediainc patienis recerang cvclospohne. parucularly n combinanon with high dose
methy tprednisolone.

Care should be taken in using cyclosponne with nephrotoxic drugs 1see PRECALTIONS .

Rheumatoid Arthritis: Cvclosporine nephropathy was detected i renal biopsies of six out of 60 (10%) rheumatoid arthnibs patients afier the average
reaiment duration of 19 months. Only one patient. out of these & patients, was wreated with a dose <4 mg/kg/day. Serum creatmine ymproved 1 all but
one patient atter disconunuation of cyclosponne. The "maximal creatinine increase” appears 1o be a factor in predicting cyclosporne nephropathy

There is a potcntial. as with OIheT IMMUNOSUPPIESSIVE agenls, fOf an increase in the occurrence of malignant tymphomas with cyclosporme. h1s ok
clear whether 1he risk with cyclosponne is greater than that in Rheumatoid Arthniis patients of 1n Rheumatord Arthritis paticnts on cytotoxw treatment
for this indicauon. Five cases of lvmphoma were detected: four in a survey of approximalely 2.300 panents treated with cyclospanne for theumatord
arthritis. and another case of lymphoma was reported in 3 clinical trial. Although other umors 12 skin cancers, 24 solid tumors of diverse 1vpes. and
| muluple myeloma) were aiso reported in this survey. epidemiologic analyses did not support a relatonship to cyclosponne other than for makignant
tymphomas.

Pauients should be thoroughiy evaluated before and dunng Gengraf™ (cyclosporine capsules. USP [MODIFIED)) treatment for the development of
malignancies. Moteover. use of Gengraf™ therapy with other immunosuppressive agents may induce an excessive IMMUNOsUPPress1on which i known
10 increase the misk of malignancy,

-
Psoriasis: 1see also Boxed WARNINGS for Psoriasis). Since cvclosporine is @ potent immunosuppressive agent with a number of potentially senous
«ude effects, the risks and benefits of using Gengraf™ icvclosporine capsules. ISP |MODIFIED]) should he considered before Treatmeni of patents
with psonasis. Cvclosponne. the active ngredient in Gengraf™™. can cause nephratoxicity and hypenension {see PRECAUTIONS) and the nisk mereases
with increasing dose and duration of therapy. Patienis who ma) be at increased rish such as those with abnarmal renal tuncuion. uncontrolied
hypenension or malignancies. should not receive Gengraf™™.

Renal dvstunction is a polential consequence of Gengraf™. therefore renal function must be monitored during therapy.

Paticnts receiving GengrafT™ require trequent momtonng of serum creaiimne fsee Spevial Monoring under DO GAGE AND ADMINISTRATION
Elderly patients should be monitored with panticular care. since decreases i renal function aiso occur with age. If pauemts are not properly monnored
and doses are not properly adjusied. cyclosporine therapy can cause structural kidney damage and persisient renal dysfuncuion.

An increase in serum creaumune and BUN miy occur during GengrafT™! therapy and reflects a reduction in the glomerular filtratson fate

Kidney biopsics irom 86 psonasis patienis treated for a mean duration of 23 months with 1.2 7.6 mg/kg/day of cyclosponne showed evidence of
cvclosporine nephropathy 10 18/86 (215 of the patients. The pathology consisted of renal whular atrophy and interstitial fibronis. On repeat biopsy of
13 of these patients maintained on vanous dosages of cyclosponne for a mean of 2 additional vears. the number with cyclosporine mduced nephropathy
rose 10 26/86 (306 ). The majority of patient> { 19/26) were on a dose of 25.0 mgAg/iday tthe highest recommended dose i 4 mg/hwday). The patients
were also on cyclosporine for greater than 15 months (18/26) and/or had a chinically significant increase in scrum creaunine tor greater than | month
(21/26). Creatinine levels returned 1o normal range in 7 of 11 patients in whom cyclosponne therapy was discontinued. -

There is an increased risk for the p of skin and ivmphop in cvclosporine-treated psoriasis patients. The relative
risk of malignancies is comparable 10 that ubserved 1 psorasis patents treated with other IMMUNOsUPPTESSIVE JECMIN

Tumors were reported in 3242.2%) of 1439 pronasi patients treaied with cyclosponine worldwide Irom linical trials. Additional sumon have been
reported in 7 patients i cvclosponne postmarketing expenence. Skin malignancies were reported in 16 (1.1% ) of these patients: all but 2 of them had
previously received PUVA therapy. Methotrexate was received by 7 patients. VB and coal tar have been used by 2 and 3 patients. respectively. Seven
patients had either a ustory of previous <kin cancer or a potentially predisposing lesion was present prior to cyclosponne cxposure. Of the 16 panents
with skin cancer. || patrents had 18 squamous cell carcnomas and 7 pauents had 10 basal cell carcinomas.

There were 1o lymphoproliferative malignancies: one case of non-Hodgkin's lymphoma which required chemotherapy. and one case of mycosis

|

fungoides which reg d ST v upon of cvcloy| There were four cases of benign lymphocviic infiltration: 3 regresscd
F 1y upon di of cyclosp . while the tounh regressed despite continuation ot the drug. The remainder of the mahgnancics.
13 cases (0.9% ). involved various organs - :

Patients should not be treated concurrently with cyclosporine and PLV¥A or UVB. other radiation therapy.-or other immunosuppressi
agents, because of the p ihility of ¢ sive i i i i
Patients should also be wamed to protect themselves appropriately when in the sun. and ta avoid excessive sun exposure. Patenis should be thoroughly

evaluated before and during treatment for the presence of by thal 2 tesions may be hidden by psoriatic plagues. Skin
lesions not typical of pronasis should be biopsied before starung ireatment. Patients should be treated with Gengraf™ tcyclosporine capsules. USP
{MODIFIED}) only after complete resolution of suspicious lesions, and only 1f there are no other treatment options taee Special Monitoring fer

Pyoriasis Patients).

PRECAUTIONS: General: Hypertension: Cvclosporine is the acuve ingredient of Gengraf™ (cyclosponne capsules, USP [MODIFIED).
Hypentension is a common side effect of cyciosporme therapy which may perat (see ADVERSE REACTIONS and DOSAGE AND ADMINISTRATION
for monioring recommendations). Mild or moderate hypertension is encountered more trequently than severe hypeniension and the incidence decreases
aver ume. In recipients of kidney. liver, and heart allografts treated with cyclosporine. antibypenensive therapy may be required 1see Special Montoring
of Rheumatowd Arthritis and Psoriasis Panents). However. since cyclosporine may cause hyperkalemia. potassium-sparing diuretics should not be used
While calcium antagonists can be effective agents in trealing evelosporme-associaled hypertension. they can intertere with cyclosporine metabolism
tsee PRECAUTIONS. Drug Interaciuons).

Vaccination: During with cyclosp . on may be less effective: and the use of live atenuated vaccimes should be avoided.

Special Monitoring of Rheumatoid Arthritis Patients: Before imuating treaiment. 2 careful physical examnation, including blood pressure
measurements (on at least Two 0ccasions) and two creatinine levels 10 esumate haseline should be performed. Blood pressure and scrum creaunine
should be evaluated every 2 weeks duning the initial 3 months and then monthly if the patient is stable. s advisable 1o montor serum creatinine and
blood pressure always after an increase of the dose of nonsteroidal ant-inflammatory drugs and alier mitration of new nonsteroidal anti-inflammatory
drug therapy dunng Gengraf™ (cyclosporine capsules. USP [MODIFIED) il co-ad! d with CBC and liver function
1ets are recommended to be monitored monthly tsee also PRECAUTIONS. General. Hyperiension).

In patients who ase receiving cyclosporine. the dose of Gengraf™ should be decreased by 356 .50% if hypertension occurs. If hypertension persists.
the dose of Gengraf™ should be funther reduced or blood pressure should be controlied with antihypenicnsive agents. In most cases. hlood pressure has
returned 10 baseline when cyclosporine wis discontnued.

In placebo-controlled trials of rheumatoid arthriis patienis, systolic hypertenvon tdefined a» an occurrence of 1wo systolic bioud pressure readings
>140 mmHg) and diastolic hypenension (defined as two diastohic blood pressure readings >%) mmHg) occurred in 33% and 19% of panenis treated
with cyclosponne. respectively. The cormmesponding placebo rates were 22% and 8%

Special Monitoring for Psoriasis Patients: Belore initating a careful logical and physical nciuding blood pressure
measurements (on at least two occasions) should be performed. Since Gengral™ (cyclosporine capsules. USP {MODIFIED)) is an smmunosuppressive
agent. patients should be evaluated for the presence of occult infection on their first physical examination and tor the presence of tumors ininally, and
throughout treatment with Gengral* Skin lesions not typical for psoniasis should be hiopsied before starung Gengraf®™. Patients with makignant or
premalignant changes of the skin should he treated with Gengraf™ only aiter appropriaie wreatment of such lestons and if no other treatment option
2XIsts.

Baseling laboratones should include serum creatinine (on two occasions. BUN, CBC. serum magnesium, potassium. urc acid. and lipids.

The risk of cyclosporine nephropathy i reduced when the starting dose 15 low (2.5 me/kg/day). the maximum dase does not exceed 4.0 me/g/day.
<erum creatinine is monitored regularly while cyclosporine is administered. and the dosc of Gengra(™ ts decreased when the rise in creatming 1s prealer
than of equal 10 25% ahove Ihe pauents pretreatment tevel. The increase in creatinine is generally revensible upon umely decrease of the dose of
Gengraf™™ or its discontinualion.

Serum creatinine and BUN should be evaluated every 2 veeks during the initial 3 menths of therupy and then monthly if the patsent is stable. If the
erum creatinine is greater than or eyual to 25 above the patient’s pretreatment level. serum creatimine should be repeated within two weeks. If the
changé in serum creatimine remains greater than of equal to 25% above baseline. Gengraf™ should be reduced by 256 -504. 11 at any lime the serum
creatinine Increases by greater than or equal to 50% above pretreaiment level. Gengraf™ should be reduced by 254 -50% . Gengral™ should be
discontinued if reversibility (within 25% of baseline) of serum creatinine is not achievable afler two dosage madifications. 1t is advissble 1o monitor
serum creatiming after an increase of the dose of nonsteroidal anti-inflammatory drug and after iniiation of new nonsteroidal ants-inflammatory therapy
dunng Gengraf™ treaiment

Blood pressure should be evaluated every 2 weeks during the initial 3 months of therapy and then monthly if the patient is stable. or more trequently
when dosage adjustments are made. Patients without 3 history of previous hypertension hefore iniliation of reatment with Gengral?“. should have the
drue reduced By 254504 if lound 10 have sustaned hy pertension. 11 the patient continues (0 be hypentensive despite multple reductions of Gengral ™.

‘ T e e 4 Fo mupents soth Treated hupertension, hetore the imiation of Generaf™ therapy. their medication should he
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and the risk of 2! (see CONTRAINDICATIONS).”




SPulllaneousis UpLN disconumuanon ot CXTIoNponne. whie the founn FECTCSCd despIe COMInUaton o; the drug. The remamder ot e MalLnanG e,
13 cases (0.9 1. imvoived vanous organs,

Patients should not be treated concurrently with cyclosporine and PL'V 4 or UVB. other radiaton therapy. or other immunosuppressis e
apents, because of the possibility of ive i and the subsequent risk of mali i3 isee CONTRAINDICATIONS),

¢valuated betore and dunng treatment for the presence of mangnancies remembening that mahignant lesions may be hidden by pronatc piaques Shin
lesions. not tvprcal of prorasts should be Diopsicd before starting treatment. Patients snouid be weated with Gengraf™ rcyclosponne capsules. L'SP

IMODIFIED]) onty aster complete resolution of suspicious lesions. and only if there are no other trearmem oplions (see Special Monttoring for
Psoriases Patienis,.

PRECAUTIONS: General: Hyvpertension: Cyclosponne 1s the actne meredient of Gengraf™ (eyclosponne capsules. U'SP IMODIFIED),.
Hypenension 1 a common side eftect of cyvclosporne therapy which may remist isee ADVERSE REACTIONS and DOSAGE AND ADMINISTRATION
Jor mongoning recommendanons). Mild or moderate hypertension i\ encountered more trequenily than severe hy Perension and #he incidence deereases

*over ime. In reciprems of hidnes., liver. and heant allogratis treated with CYCIOSporne. antihy pentensive therapy mav te reqlired 1 vee Specrul Monttor,

of Rheumatord Arthrutis and Psorasis Panients) However. vince cvciosponne may cause hyperkalemia, Potassium-spanng diuretics should not be used
While calcium antagomists can be efiecuve agemis in freaung cvclosponne-associated hvpertension. they can intertere winh cvclosponine metabotiam
(see PRECAUTIONS. Druc Imeracnons, -

Vaccination: During treatment with cvclosponne. Yaccination may be less effecuve: and the use of Irve attenuated vaccines should be avouded.

tests are recommended 10 he monitored monthly 1see afso PRECALTIONS. General, Hperension,

in patients who are receiving cyvclosporine. the dose of Gengraf™ should be decreawed by 256505 {f hypeniension occurs. If hypeniension PEnSLS,
the dose of Gengraf™ should be further reduced or biood pressure should he controlied-with anuihypenchsive agents. in most cases. blood pressure has
Teturmed to baseline when cyclosponine was discontinued.

In placebo-controlled irials of rheumatoid arthrins Patients. systolic hypertension (defined as an occurrence of two systolic hlood Ppressure readimgy
>130 mmHg) and diastolic hyperiension tdefined as 1wo diastolic blood pressure readings >90 mmHg» occurred in 33¢ and 19 ot pauents treated
Wwith cyclospormne. respectisely. The corresponding placebo rates were 22 and 8¢

Special Monitoring for Psoriasis Patients: Before initiating treatment. a careful dermatologicat and physicat exammnation. inciyding blood pressure
Measurements ¢on at least iwo occasions’ should be performed. Since Gengraf™™ tevelosponine capsuies, USP[MODIFIED); ix an IMmunosuppressive
agent. patents should be evaluated for the presence of occult infectron on their firt physical examination and for the Presence of tumons naliy. and
throughout treatment with Gengraf™. Skin lesions not typical for psoriasis should he biopsied before staring Gengraf™. Pauemis with malignant or
Preméhgnam changes of the skin should be treated with Gengraf™ only atter appropriate treatment of such lesions and if no other treatmeni option
eXisty

Baseline laboratories should include serum crealinine {on wo occasions). BUN, CBC. serum MAEnEsIum. potasstum. unc avid. and lipids

The nisk of cvciosponne nephropathy 1s reduced when the slaming dose 1s low (2.5 mgAg/day ). the maximum dose does ot exceed 4.0 mgAgrday.
SCRIm creatinine is monitored regularly while cxclosponne is administered. and 1he dose of Gengral™ is decreased when the nse in creatimine 1 greater
than or equai to 25% above the paticnts preireatment level. The increase in creanmnine is generally reversible upon tmely decrease of the dose of
Gengraf™ or its discontinuation,

Serum creatinine and BUN should be cvaluated every 2 weeks during the initial 3 months of therapy and then monthly if the patient is stable, If the
Serum creatinime is greater than or equal 10 25% above the patient’s pretreatment level. serum creatinine shoutd be repeated within 1wo weeks. If the
change in serum creatinine remains greater than or cqual 1o 25% above baseline. Gengraf™ should be reduced by 256.50% I .t any time the serum
Creatinine increases by greater than or equal to S0% above pretreatment Jevel. Gengraf™ should be reduced by 25%-50%. Gengraf™ shouid he
discontinued it revensibility (within 25% of bascline) of serum creatme is not achievable afier iwo dosage modifications. It is advisable 1o monitor
SeTum creatinine after an increase of the dose of nonsteroidal anti-inflammatory drug and afier imtiation of new nonsieroidal anti-inflammatory therapy
during Gengraf™ treatment. )

Blood pressure should be evaluated every 2 weeks duning the initial 3 months of therapy and then monthiy if the patient is stable, or more Irequenthy
when dosage adjustments are made. Panients without a history of previous hypenension before initiation of treatment with Gengraf™. shouid have the
drug reduced by 25%-50 if found 1o have sustaned hypentension, It the palient continues to be hypeniensive despite multple reductions of Gengraf'™,
then Gengraf™ should be discontnued, For patients with treated hypertension. before the initiation of Gengraf™ therapy., their medicauon should he
adyusted 10 control hypertension while on Gengraf™™. Gengraf¥ should be disconunued if a change in hypentension management 1s not effective or
1olerable.

CBC, uric acid. potassium. hpids. and magnesium should also be monitored every 2 weeks for the first 3 months of therapy., and then monthly if the
Patient 1s stable or more freg, v when dosage ad are made. GengrafTv dosage should be reduced by 25%-50% for any abrormahiy of
cltnical concem.

In controlied wrials of cyclosporine m psoniasis patients. cxclosporine blood concentrations did not correlale well with cither improvement or with
side effects such as renal dysfunction.

Information for Patients: Patients should be advised that any change of cyclosporine formulation should be made cautiously and only under
physician supervision because it may result in the need for a change in dosage.

Patients should be infermed of the necessity of repeated laboratory 1ests while they are receiving cyclosporine. Patients should he advised of the
potential rishs during pregnancy and informed of the increased risk of neoplasia. Pavents should also be informed of 1he risk of hypenension and renal
dystunction,

Patients should be advised that during treatment with cvclosporine. vaccination may be less effective and the use of live aitenuated vaceines shouid
be avoided.

Pauenis should be advised 10 tahe Gengraf™ on a consistent schedule w h regard 10 time of day and relation to meals, Grapefruit and grapefruit juice
atfect metabohism, mnereasing biood concentranon of cyclosporine. thus should be avorded :

Laberatory Tests: 1n all patients treated with cyclosponne. renal and liver functions should be assessed repeatediy by measurement of serum
creannine. BUN. serum biiirubin, and liver enzymes. Serum lipids. magnesium. and potassium shauid also be monitored, closponne blood
concentrations should be rounnels moniored 1n transplant pavients sce DOSAGE AAD ADMINISTRATION. Blood Cone entanon Momitoring i
Transplant Patienrs). and periodicaily monitored m rheumatoid arthntis pauenis.

Drug Interactions: Al of the individual drugs cited below are well substannated 10 interact with cyclosponne. Iaaddion, concomitant n(m-slcrd'ugd
anti-inflammatory drugs. particularly 1 1he selting of dehvdration, may potenuiate renal dystunction. N <
Drugs That May Potentiate Renal Dysfunction

nfibioft s Antineoplysicy Anti-uflymmytory Drugs

sUStOiNte sy Senis

gentamicin melphalan azapropazon cimendine

tobramycin diclolenac ramihdine

vancomycin Autifuncals naproxen

trimethoprim with amphotericin B sulinduc Uniignog, 51y
sullamethoxazole ketoconazole tacrolimus

Drugs Thas Alter ¢ yclosporine Concentrations: Cyxclosponine is extensively botized. Cyclosponine ¢ may be inth by drugs

’.




(o

that aftect microsomal enzvmes. pancutarh cxtochrome P-450 [11-A. Substances that inhibit this enzvme could decrease metabolism and ncreas:
cxclosporine concenrations. Substances that are inducers of cviochrome P450 actvin couid increase metabotism and decrease eyclosponne
concentrations. Monsionng of circulating cyclosponne ¢ and appron Gengraf™ (cvclosp capsules. USP IMODIFIED]) dosage
adjustment are essenuial when these drugs are used concomitanly (see DOSAGE AND ADMINISTRATION, Bined Concentration Monitorng

Drugs That Incregse Coclosporine Concensrasions

Catcsygm Chgnael Blochers Antibioncs cr Drugs

dilnazem clarmnromycin ~ atlopuninol

micardipine enthromycin 'j . Bromocnpune  ~ -

verapamil = dinasol - -
metowlopramide

Anoungals Glucogory oufs

fluconazole methyiprednisolone

itraconazole

ketoconazole

The HIV protease inhibitors te.g.. indnavir. nelfinavir, nionavir. and AIUINAvIrE are known to nhibit cviochrome P-350 1114 and increase the
concentrations of drugs metabolized by the cviochrome P-450 system. The interaction between HIV protcase inhibrors and CxCiosponne has not peen
studied. Care should be exervised when these drugs are administered concomitanily,

Grapefruit and grapefruit juice aftect metabolism. increasing blood concentrations of evelosponne. thuy should be avarded

Drugs That Dy Cyclosp &
nafcilim carbamazepine - actreotide
rifampin phenobartntal tclopidine

phenyioin

Rifabutin is known to increase the metabolism of other drugs metabobized by the cviochrome P-450 system. The interaction botween ritabutin and
c¥closponine has not been studied. Care should e exercised when these 1o drugs are admimistered concomurantly

Nonsteroidal Anti-inflammatory Drug (NSAID) Interactions: Chmcal stalus and serum creatinine should be closely monrtored when wyclosponne is
used with : v agents in anthnus pauents fsee W ARNIAGS i

Pharmacodvnamic interactions have been reported 1o occur between cvclosponne and both Raproxen anud subindac, in that concompant use In
assocrated with addilive decreases in renal tuncuon. as d by »mTc-diethyi acid (DTPA and ¢p-armnohippunc acidi
PAH clearances. Although concomtant admimistration of diclotenac does not afiect blood fevels of cvciosponne. 1t has been assoctated with
approximate doubling of diclofenac biood levels and occasional feports of reversible decreases in renal function. Conseguenily. the dose of diclotenay
should be in the lower end of the therapeunc range.

Methotrexate Interaction: Preliminary data indicale that when and cvclosponne were co-adi to th d arthritis patients
(N=20). methotrexate concentranons (AUCs) were increased v 304 and the ¢ tAUCs of its metabohite. 7-hydrons
methotrexale. were decreased by approximaiely 80%. The clinical significance of this wteraction 1 not known, Cyclonponne .concentrations do aot
appear to have been altered (N=0).

Other Drug Interactions: Reduced clearance of prednisolone. digoxin. and lorastaun has been observed when these drugs are administered with

cyciosporine. in addition. a decrease in the apparent volume of distribution of digoxin has been reponied afier evclosponne administration. Severe
dignalis toxicity has been seen within days of starting cyclosporine in several patients taking drgoxin. Cyclosponine should not be used wath potassium-
spanng diurelics because hyperkalemia can occur.

During treatment with cyclosponne. vaccination may be less effective. The use of live vaccines should be avoided Msositin has occurred with
concomiant lovastatn. frequent pingival hyperplasta with fifedipine. and convulsions with high dose methy iprednisoione.

Psoriasis pauenis receiving other immunosuppressive agents or radiation therapy tincluding PUVA and UVB) should not recene concurment
cyclosporine becausc of the possibiiity of excessive Immunosuppression,

Carcinogenesis. Mutagenesis. and Impairment of Fertility: Carcinogenicity studies were carried out in male and female rats and mice. In the
T4-week mouse study. evidence of a satistically significant trend was found for lvmphocyiic iymphomas in females, and the incidence of hepatocelular
carcinomas in mid-dose males significantly exceeded the control value. in the 24-month rat study. pa ¢ 1slet cell adk sMemticanth oaceeded
the conirol rate 1n the low dose level. Doses used in the mouse and rat stwdics were .01 to 0.16 nmes the chinical maintenance dose (6 mgrg). The
h ¢ and islet cell ad were not dose related. Published reports indicate the co-treatment of harrless mice with
(8 di and cyclos| or other pp agents shorten the ume to skin twmor formation compared to UV irradiation alone

Cyclosporne was not mutagenic in appropnate test systems. Cyvclosporme has not been found to be mulagenc/genotoxic n the Ames Test. the
V79-HGPRT Test. the micronucleus test in mice and Chinese hamsters. the chromosome-aberration tests in Chinese hamsier bone-marros. the mouse
dominant lethal assay. and the DNA-repair test 1n sperm from treated mice. A recent study analyzing sister chromand exchange (SCE) mduction b
c¥closporine using human ivmphocyies 1 vitro gave indication of a positive effect (i.c.. induction of SCE). at high concentrations 1n this Matem

No imp in fertility was d in studies in maie and female rats.

Widely distributed papillomatosss of the skin was observed after chronic treatment of dogs with cvclosponne a1 9 times the humarn initai profiasis
treaiment dose of 2.5 mg/kg. where doses are expressed on a body surface area basis. This papill showed a sy regression upon
drscontinuation of cvclasporine.

An increased incidence of malignancy is a recogmzed o C: of 10 recipients of organ Iransplants and patents with
rheumatoid anhritis and psonasis. The most common forms of P are Hodgkin's lvmp and carcinomas of the shin. The risk of
malignancies in cyclosponne recipients b higher than in the normal, healthy populanon but ssmilar 1o that in patsents recer g other immuno-
suppressive therapies. Reduction or di of may cause the lestons 1o regness.

in psonasis panients on cyclosporine, development of malignancies. especialiy those of the skin has been reported (see WARNIAGS ) Skin lesions noy
typical for psonasts should be biopsied before starting cyclosponne treaiment. Patients with malignant or premalignant changes of the shin should be
treated with cyclosparine only after appropriate reatment of such lesions and if no other treatment option exists.

Pregnancy: Pregnancy Category C. C velosponine was nal feralogenic i appropruate test systems. Only at dose levels toxic 1o dams. wete adverse
effects seen in reproduction studies in rats. Cyclosporine has been shown to be embrya- and fetotoxic in rats and rabbs taliowing oral admimistration
at matemally toxic doses. Fetal toxicity was noted in rats at O.8 and rabhuts at $.4 Timés the 1ransplant doses in humdim of 6.4) mg/kg, where dose
corrections are based on body surtace arca, Cyclosponine was embrvo- and letoloxic as indicated by increased pre- and posinatal monality and reduced
letal weight 1ogether with related skeletal retardanion.

There are no adequate and welt-controlled studies 1n pregnant women. Gengraf™ (cyclosperine capsules. USP [MODIFIED]) should be used during
pregnancy oniy if the polential benefit justifies the potential risk to the fetus.

The tollowing data represent the reponed outcomes of 116 pregaancies 10 wemen recesving cyclosporine dunng pregnancy, 904 of whom were
transplant patients. and most of whom receved cyclosporine throughout the entire gestational penod. The only consisient pattemns of abrormalily were
premature tinh (gestanonal periad of 2% 1o 36 weehs) and low hirth weight for gestauonal age. Sixieen fetal losses occurred. Most of the pregnancics
(85 of 1) were complicated by disorders: mcluding. pre-cclampsia. cclampsia. premature labor. abruptio placemae. oligohydramnios, Rh
mcompatibility and fetoplacentat dysfunction. Pre-term delivery occurred in 477 . Seven malformauons were reported an S viable intants and in 2 cases
ol letal loss. Twenry-eight percent of the infants were small for gestational age. Neonatal complications oceurred in 27% . Theretore, the nisks and
benetits of uning Gengraf during pregnancy should be carcfully weighed.

Because of the passibie d of malernal-fetal the risk/benefil ratio of using Gengral™ in proriasis patients dunng pregnancy should
carefully he weighed with senous consideration for discontinuation of Gengraft™.

Nursing Mothers: Since cyclosponne 1 excreted n human milk, breast-feeding should be avoided.

Pediatric Use: Although no adequate and well-controlled studies have been completed in children. transpiant Fecipients as voune as one year of age
have recerved cyclosporine (MODIFIED) with no unusual adverse effects, The safety and efficacy of cyciosporine IMODIFIED} treatment in pediainic
patients with juvenile theumaloid arthritis or psonasis helow the age of 18 have not been established,

Geriatric Use: In theumatoid artheitis clinical tals with cyclosponne, 17.5% of patients were age 65 or older. These patients were more likely to
develop sysiolic hypenienston on therapy. and more likely to show serum creannine rises 2504 above the baschine afier 3-4 monthy of therapy

ADVERSE REACTIONS: Kidney, Liver. and Heart Transplantation: The principat adverse reactions of cvclosporine therapy are remal
dysfunction. tremor. hirsutism. hypenension. and gum hyperplasia

Hypenension. which is usually mild to moderate, may occur i app ¥ 50% of patients foll g renal and in most cardhac
transplani patients.

Glomerular capitlary thrombosis has been found in pauents Ireated with cvclosporine and may progress to gral failure. The pathologic changes
resembled those seen in the hemolytic-uremic syndrome and include thy of the renal . with platelet-fibrin thrombr occlud

2,
glomerular capiilaries and atierent anerioles. microangiopathic hemolylic anemia. thrombocytopenia, and decreased renal function, Similar findings

have been observed when other pp have been employed post-transplantation.

Hypumagnesemia has been reponted in some. but nol all. patients exhib < | while on ¢y therapy. Although mignesium-
depletion studies in normal subjects suggest that hypomagnesemia is associated with neurologic disorders, muhiple factors. including hyperiension,
high dose methylp ione. hvpoch . and nep icity associdted with high plasma concentrations of cyclosponne appear to be
related 1o the neurological manifestations of cyclasponine toxicity.

In controlied studies. the nature. severity and incidence of the adverse events that were observed in 493 Iransplanted panients ireated with cyclosporne
(MODIFIED) were comparable with those observed in 208 transplanted patients who received cyclosporine (NON-MODIFIED} in these same studies
when the dosage of the two drugs was adjusted 1o achieve the same cvclosporine blood trough ¢

Based on the historical expenience with cyclosporine (NON-MODIFIED). the following reactians occurred in 3% or greater of 892 patients involved
in clinical trials of kidney. hean. and liver transplants. i

Cyclosporine Patients

Randomi i ati Cyclosporine, (NON-MODIFIED)
Cyclosparine
(NON-MODIFIED}  Azathioprine Kideey Heant Liver

Body System Adverse React (N=227) % {Ns228) % {N=N05) % N=112) % N=T5) %
Genjtourinary Renal Dysluncuon 32 6 25 a8 37
Cardiovascular Hypertension 26 18 12 53 27
Cramps 4 <l 2 <I 0
Skin + Hirsutism 2 <1 21 2 45
Acne 6 8 2 2 I
Cenral Nervous Svaiem Tremor N 0 21 3 &
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glomerular capilianes and atterent artenoles. microgngiopathic hemalviic anemia. thrombouy LONCILA. and decreascd fefle U NI TN
have been observed when other mmunosuppressises have been empioy ed post-transplantation

Hypomagnesemia has been reponied n some. but not all. patients exhibiling comvulsions while on cvclosponne therapy  Althoush magmesum
depletion studies 1 normal sutects sugeest thal NYPOMAZNEEIa ty associated with neurologsc disorders. multple tactors. mncluding byperenua;
high dose methslpredmsolone. hy pach . and #y assoctated with high plasma concentranons ol cywlosponne 4ppear to by
related 10 the neurological manitesiations of cyclospanne toxiciy

In controtied studies. the nature, seventy and ncidence of the adverse events that were observed in 493 transplanted patients treaied ith evclosponine
IMODIFIED) were comparable with those otserved in 20% transplanted patients who recerved cyclosponne INON-MODIFIED) 10 these same studres
when the dosage ot the two drugs was adiusted 10 achiese the same cvclosponne biood trough concentrations

Based on the histonical expenence with csclosporme (NON-MODIFIED?. the follow ing reactions occurred in 36 or greater of K92 patenis mvobsed
in chmcal tnals of hidney. hean. and I er transplanis

e - Cyclosporine Patients
Randomized Kidney Pati "2 __= Cyciosporine (NON-MODIFIED)
Cyclosporine .
(NON-MODIRED}  Azathioprine Kidney Heal Liver

Body System Adverse i IN=22T % {N2228) % (N=105) % IN=T12) % (N=T5) %
Genuounnary Renal Dystunchion 2 o 23 N =
Cardiovascular Hypertension 26 N 13 A b
Cramps 4 <l 2 <1 O
Skin Hirsutism 2 <! M M 48
Acne [ 8 2 2 l
Central Nenvous Svstem Tremor 12 0 21 3 hh
Convuisions . 3 R 1 1 4 s
Headache B 2 .oosl 2 15 4
Gastromtestinal Gum Hyperplasia 4 0 “ N In
Diarrhea 3 <1 3 1 S
Nausea/Vomiung 2 <t 4 it 4
Hepatotoxicity <l <1 1 = 4
Abdomtnal Discomfort <] o <l 7 o
Autonomic Nervous Svstiem  Paresthesia 3 4 I N !
Flushing <l o B i 4
Hematopoetic Leukopenia 2 19 <l [ [t}
Lymphomi <i Q | b 1
Respiraton Sinusitis <l i} 4 3 v
Miscelianeous Gynecomastia <1 [ <l 4 2

Among 705 Kidney transplamt pauents treated with cyclosponine oral solution (NON-MODIFIED} n chnical rals. the reason tor treatmen
discontinuation was renal toxicity in 5.4%. infection i 0.9 lack of efficacy in 1.4%. acule tubular necrosis n 1.07%. lymphoproliteratn ¢ dixordens in
0.3, hypertension in (1.3, and other reasons in 0.7% of the patients.
The following reactions occurred in 2 o Jess of evclosporine tNON-MODIFIED -treaied pauents: allergic reactions. ANCTTHA, MO, contusion,
conunctivitia. edema. fever. brittle fingemails. gastritis, heanng loss. hiccups. hyperglycemia, muscle pam, pepuc ukeer. thrombovs topenia, MG,
The following reactions occurred rarely: anxiefy. chest pain. constipation, depression. hair breaking. hematunia. jomnt pain. tethargy. mouth sores,
myocardial infarction. night sweals., pancreatitis. pruriius. swallowing difliculty. ungling. upper Gl bleeding. visual disturbance. weihness, werght loss,

Complications in Historical d Stedies in Renal T lant Patients Using Cy {NON-MODIFIED)
y with Steroids®
Ns220) (N=228)
Complicati % of Complications % of Complications o
Septicemia 53 48
Abscesses 53
Svstemic Fungal Infection 9
Locat Fungal Intection 46
Cyviomegalovirus 123
Other Viral Infections 184
Unnary Tract Infections 02
Wound and Skin Intections 0.1
Py 92

f
“Some patients alxo received ALG.

Rheumatoid Arthritis: The pnncipal adverse reactions assoctaied with The use of cyclosporine in rheumatoid anhnns are rendd dystuncuon see
WARNINGS . hypeniension rsee PRECAUTIONS). headache. g al di and vy h

In theumatoid anthruis patients reaied in clinical tnals wilhin the recommended dose range. cyclosponine therapy was disconnued 0 5.3 of the
patients because of hypertension and n 7% of the patients because of increased creahinine. These changes are usually reversible with tmely dow
decrease or drug disconinuanion. The frequency and seventy of serum creatimne elevanons increase with dose and duration of ¢y closponne therapy.
These elevations are likely to hecome more proncunced without dose reduchion of disconimuation.

The following adverse events oceurred in conirolied climical trialy:

Cy ine IMODIFEDVCy {NON-MODIFIED] Rhesmatoid Arthritis
Percentage of Patients with Adverse Events 23% in sny Cy ine Trested Group
Suh s S S
851 + 652 42008 w () 54
. < Methovorste
Oyclosporine ~ _Syclosporine & Cyclospenne Nislooexae  Cyclosporme
Body Proferred (NON-MODIREDT (NON-MODIFIED]  (NON-MODIFED} 3 Placsbo {MOOIRED)  Placebo
Torm Na2E) Ne155) INsT) N=T3 [Lal] iNaZR)
Autonomic Nervous System Disorders  Flushing 24 2 % 0w S6 24
Bady As A Whole - General Disorders Accidental Trauma 0 14 % 40 445 157
Edema NOS* 5 e 12% $ 1Rt <14
Fatigue 6% e LIS 12% AR T4
Fever 20 kil 04 (LN 24 34
{nflucnza-like symptoms <1 L 1 (¥ 3 24
Pain [0 arg 1 15¢% 13 L
Rigory 14 14 4 (b ki [
Cardiovascular Disorders Arrhythmia . 2 higd 5% b g 14
Chest Pain 4% sS4 1 1 6 1A
Hypenension B 204 ih% 124 28 2
Central and Periphera) Nervous
Svstem Disorders Dizziness R 6% n Ry RN
Headache 17% 236 1% 254 9
Migraine 2% R 0 3 1%
Parcsthesia 0 % a6 14 1%
Tremor B% % M 134 L
Gasiromtestinal Sysiem Disorders Abdominal Pain 15% 15% 7% 18% 10%
Anorexia ¥ Y% [ R 34
Diarrhea 12% 124% 15% 13% Rt
Dyspepsia 126 12% i R 445
Flatulence 5% 8% 4 4% 14
Gastrointestinal Disorder
0S* (123 2% 15 4 4% (L
Gingivitis A% kit 0% (14 [ 1%
Gum Hyperplasia 2 4 1\ 34 49 15
Nausea 23% 146 244 15% 18% 144
Rectal Hemorrhage 0% kX o4 0% 1% Vi
Stomatitis T4 5% 16% 12% 6% Rie
Vamiung 96 RY% 14% % h' 5%
Hearing and Vestibular Disorders Ear Dinordens NOS* 0% 8% 0 0 14 0
Metabohic and Nutritional Disorders  Hypomagnesemia 0% 445 0 [ (35 (177
Musculosheletal Sysiem Disorders Arthropathy 0% S% 0 1% L 0%
Leg Cramp/involuntary
Muscle Contractions 2% % 114 34 120 1
Puychiatric Disorders Depression 34 6% ki 14 1% 2%
Insomnia A% H 1 (152 A 2
Renut Creatinine .
elevations 230% 43% 39% 55% 19'% ARG 3%
Creannine
elevations 250% 18% 26% R (£33 kA
Reproductive Disorders, Female Leukorrhea 0% L 0% 14 (13
Menstrual Disorder 2% 1% (] 343 1%
Resprratory System Disorders Bronchitis 3% 1% 0% 1 R
3 5 7 44 ki
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- “~ ) B decrease or drug discontinuation. The teqUERCY and seventy OF SeTUM CRANMING CIOVULHORN INCICI WRI JON did v i i
. - These etevations are likely 10 become more pronounced withoul dose fedUCLIon of dixcontinualion
R - " - The following adverse evenls accurred n controlled chimcal tnals
. - C {MODIREDVC ine (NON-MODIFIED] Rhewmnatoid Arthritis B N
- - . g . Percantage of Patieats with Adverse Events >3% in any Cy Treated Group
. - R " . : o, N Shadins Sty Sudy Swdy Sy Suudees
S ’ o 51+ 82 4208 x & [ WG 2m
.o : L ) - . &m i 5 N -
. - - o Besy Prolurred (NON-MODIFED)! (NON-MOOIRED) (NON-MODIFED) & Piacsbo  (MODIFED!  Placao
- . e B Sysn Term (N=81 N=155} INs =73 INe183 N . -
. . - Autonomic Nervous Sysiem Disorders  Flusming 2 KRN 18 S 2
- Body As A Whole - General Disorders  Acoidental Trauma ({39 14 -, P 04
Edema NOS* 36 146 34 104 <t
Fangue 6 3, 12 3, e,
Fever 24 3¢ [N 24 1
. Influenza-like ssmploms <14« 6 1O 34 2
Pain 6 9e, 184, 13 e
Rigon 15 16 ", 3, 14
Cardiovascular Disorders Arrhythmia 24 hird & 6o 2 14
Chest Pan A% N 14 1 b 14
. .o - Hypertension RE 26% . 16 2 25 2
oA e Lt e L e . Central and Peripheral Nervous .
X - ot S System Drsorders Dizziness Eid 6 7% 3 R 1. . .
e f e, el L - Headache - 179 - 139 hady] He 28 o R -~
. : . B o Migraine 2% ki [ 0 3 14 . .
. e PSS ) o Paresthesia R4 T4 [ 2 1t R Coe R
. : Coe “ ' - Tremor 8% "% b i 13 4 o e
[ : - A T . Gastrointestinal System Disorders Abdominal Pain 155 15% 154 7 154, 0 ' )
T - . Anorexia i 34 ‘o (N X, 3¢, f
. e R . X : Duarrhea 124 12 187 15 13 & s
- Lo . . - - Dyspepsia 129 124 1w N X a4 o
. . o Flatulence kol 54 56 + 44 i
- X L Gastrointestinal Disorder '
. NOS* 0 21 14 15 i (L)
Gingivilin A 34 [ o . [
. - . Gum Hyperplasia 2 i 10 v, 1 1 .
. . - . Nausea 236 195 2 157 186, 1 "
Rectal Hemorrhage 0 3% 0 0 14 15
i . Stomatiis 7% A 16t 120 [N L3
. Vomung 9% 8% 14 T % hiel
Heanng and Vestibular Disorders Ear Disorders NOS* 0% 5% 0% e |t e c : .
* . Meiabolic and Nutrinonal Disorders ~ Hypomagnesemia [Lre 3% 07 i B¢ (¥
’ Muscuioskeletal Sysiem Disorders Arthropathy e 5% (U 1 3 (Lt
° Leg Cramps/imoluntary
Muscle Contractions 20 He 1 3 1 1%
. Psychiatric Disorders Depression e 6 3 1 T4 2
Insomnia 45 14 I 04 ¥ 2o
- : Renal Creatnine
) elevations 230% 43% 9 hAlN 194 48 13%
. : Creatinine
elevations 250¢ 245 185 267 8 18 ki
- Reproductive Disorders. Female Leukorrhea 1% 0% 40 05 14 0
« . Mensirual Disorder 3 20 1% e 1 1%
LN - Respiratory System Disorders Bronchitis 1% 3% 1% [ 14
oL Coughing 5% 3% 5% % i
- v Dysprea 4% 1% 3G 3 1 -
» Infection NOS* Y 5% L I 3 -
. Pharyngius 3% hirs S¢ 6 40
Preumonia 1% 0% 4 0% 1 1%
Rhinitis 0% K 1% 100 e 0%
Swnusitis 3 ¥ R 44 R kirs
Upper Respiratory Tract (L 144 % 15% 13 0%
Skin and Appendages Disorders Alopecia 3% 0% 15 1 4 4
Bullous Eruption 1% 0 44 14 14 14
Hypenrichosis 19 17% 12% 0, 154 ki
Rash T 124 0% T Lint e
Skin Ulcerauon 1% 1% K 44 [Un] 27
. Urinary System Disorders Dysuna (1322 0% e R 1% 24
B - . N Micturition Frequency 2% 44 3 195 2 2%
- c NPN. Increased (134 z 19% 12% .7 0% R [0
Unnary Tract infection e = M 54 A 3% 0
Vascular (Extracardiac) Disorders Purpura 3% 4% 14 Tk 246 (153
v o * Includes patients in 2.5 mg/kg/day dose group only. *NOS = Not Otherwise Specified.
= e T .
. : .
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in addition. the followng adverse events hare been reponed in 1 (0 <3% of the theumatond anthnini patients in the cyciosponne treatment group in
controlled clinical tnals. )
Autonomic Mervous System: dry mouth. increased swealng:
Body as a Whole: allerpy. asthenia. hot flushes. malaise. overdose. procedure NOS*, umor NOS=. weight decrease. weight increase:
Cardiovascular: abnormal hean sounds. cardiac fadlure. myocardial inrarction. penpheral ischerma:
Central and Peripheral Nervous Sysiem: hypoesthesia. neuropathy. vertigo:
Endocrine: gonter.
G ;

dvsphagia. eructation. esophagitis. gastnc ulcer. gam—in-\; gasffoententus, ginghal bleedng, glosns,
Peptic ulcer. salivary gland eniargement. tongue disorder. tooth disorder: - -

Infection: abscess. bactenal ifection. cellulitis. follicubitis. fungal infection. herpes simplex. herpes zoster. renal absoess. monthasis. tonsidbites, v iral
nfecuion: N

Hematologic: anemia. episiaxis. leukopenia, lymphadenopathy:

Liver and Biliary System: bilirutinemia:

Metabolic and Nuiritional: diabetes meilitus. hyperkalema. hyperuncemia. hypoglvcerma;

Musculoskeletal Sysiem: bone fracture. bursitis. joint dislocauon. myalgia. stifiness. synovial cyst. tendon disorder:

Neople breast 4 : )

Psychiaric: anxety, confusion. decreased libide. emotional lability. impained concentranion. increased libido, nenvousness. PArONINA, somnoleTy,

Reproductive (Female}: breast pain. uienne hemorrhage:

Respiratory System: abnormal chest sounds. bronchospasm:

Skin and A abnormai pig gioed d dry skin. eczema. nail disorder. pruntus. shin dnorder. urlicana,

Special Senses: abnormal v1sion. Caliract. COMURCUYItis. deatness, eve pain. 1aste Perversion. tnnitus. vestbular disorder:

Urinary System: abnormal unne. hemmturia. increased BUN. mictifition urgeney. noctuna. polyuna, pyeionephntis. urtnan incontinence
*NOS = Not Otherwise Specified.

Psoriasis: The principal adverse reactions associated with the use of cyvclosporine in patients with psoniasis are renal dysfunciion, headache.

hypentension. hypenriglycendemia, hir vp hosis. paresthesia or hyperesthessa, influenza-lihe symptoms. nauseasominng. duarrhed.
abdominal discomton. lethargy. and musculoskeletal or jotnt pain .
In poriasis patients treated in LS. controlied clinical studies within the ded dose range, cyvclosp therapy was discontinued m 1.0¢,

of the pauents because of hyperntension and in 5.4 of the patrents because of increased creaumine. In the maoniy of cases, these changes were
reversible arter dose reduction or discontinuation of cvciosporine.

There has been one reporicd death associated with the use of cvclosponine 1n psonasis. A 27 vear old male developed renal detenoration and was
continued on cyciosporine. He had progressive renal failure ieading 1o death.

Frequency and severity of serum creatnine increases with dose and duration of cvclosporine therapy. These elevations are likeh to become more

pronounced and may result in irreversible renal damage without dose red or di
Adverse Events Occurring in 3% or Mors of Psoriasis Patiswts in Controlied Clinical Trisls
Cyclosporine (MODIRED) Cyclosporine (NON-MODIRED)
Body Sy Probured Torm (N2} ]
Infection or Potential Infection 1% 243
Influenza-like Symptoms 9.9% N 1%
Upper Respiratory Tract Infections 7.7% 11.3%
Cardiovascular System 284K 2545
Hypenension** 27.5% 2540
Uninan System 242% 16.24
Increased Creatinine 19.8 15.7%
Central and Peripheral Nervous System 26.4% 20.5¢
Headache 1594 b0
Paresthesia 7.3% RN
Musculoskeletal System 13.2% RI%
Anbhralgia 6.0 1%
Body As a Whole - General 29.1% 222
Pain $.4% Rl
Metabolic and Nutniional 9.3G 9.74
Reproductive. Female 8.5% (4 of 47 females) 11.5% (6 of 52 temales
Resistance Mechanism 1875 MR
Skin and Appendages 17.6% 15.4%
Hypertrichosts 6.6% 5.4¢
Respiratory Svstem 5.0% 6.5¢
Bronchospasm. Coughing,
Dvspnea, Riunitiy 5.0% EXH
Psychiatric S0% kX
Gastromtestinal System 19.8% W%
Ahdomtnal Pain 27% 600
Diarrhea S.0G 5.9
Dyspepsia 3.2
Gum Hyperplasia 6.0
Nausea - 594
White cetl and RES - 274

* Total percentage of events within the system
** Newly occurnng hypertension = SBP 2160 mm Hg and/or DBP 290 mm Hg.

The following events occurred in 15 to loss than 3¢ of psoniasis patients treated with cyclosponne:
Body as a Whole: fever. Nlushes. hot flushes: Cardiovascular: chest pain. Central and Peripheral Nervous System: appetitc increased. insomnia,
i inal | d

dizziness. nervousness, vertigo & gingival bleeding: Liver and Biliary System:
vperbi Neop skin s cell (0.9% y and basal cell (1.4 ) carcinomas|: Reticuloendothelial: placier, blecding,
and clotiing disorders. red blood cell disorder: Respiratory: infection. viral and other ciion: Skin and Appendages: acnc. tolliculitis. keratow.

pruntus. rash, dry skin: Urinary System: micturniion frequency: Vision: abnormal vision

Mild hypomagnesermia and hyperkalenia may occur but ar asymptomatic. Increases 1 unic acid may occur and attacks of Rout have been rarely
reported. A minor and dose related hyperbilirubinemia has been observed in the absence of hepatacellular damage. Cyclosporme therapy be
associated with a modest increase of serum triglycerides or cholesterol. Elevations of triglycerides (>750 mg/dL) occur m about 15% of proiasis
patients: elevations of cholesterol (>300 mg/dL) are observed in less than 3% of psoriasis patients. Generally Ihese laboratory abnormalities are
teversible upon dose reduction or discontinuation of cyclosponine.

OVERDOSAGE: There is a minimal expenience with cyclosporine overdosage. Forced emesis can be of value up 1o 2 hours after admimistraiion of
Gengraf™ (cyclosporine capsules. USP [MODIFIED]. Transicnt hepatotoxicity and nephrotosicity may oceur which should resolve following drug

General supp measures and 5y should be followed in al} cases of overdusage. Cyvclosporine 1s not dalyzahle to
any greal extent. nor is it cleared weil by charcoal hemoperfusion. The oral dosage ai which half of expentmental amimals are estmated to dic is 31
times. 39 times and >34 times the human mamtenance dose for transplant pauenis (b mg/kg: corrections based on body surface area) in mice, rais, and
Tabbits.

DOSAGE AND ADMINISTRATION: Gengraf™ (cyclosparine cupsules, USP [MODIFIED)) has increased bioavaitability in comparison lo
Sandimmune®* (cyclosporine |NON-MODIFIED}). (rengraf™ and Sandimmune®* icyclosporine INON-MODIFIED]) are not bivequivalent
and cannot be used i y without physician supervision.
The daily dose of Gengraf™ tcvclosponne capsules. USP IMODIFIED|) should always be given in two divided doses (BID). It is recommended
that Gengraf™ be adminisiered on a consistent schedule with regard to ume of day and relation 10 meals. Grapefruit and grapetrunt juice alfect
i g blood ¢ of eye thus should be avorded.

Aewly Transplanted Pasients: The initial oral dose of Gengraf'™ {evclosporine capsules. V'SP [MODIFIED]) can be given 4-12 hours prior to
of be given v. The initial dose of Gengral™ varies depending on the transpianted organ and the other immunosuppressive
agents included in the immunosuppressive protocol. In newly transplanted patients. the initial oral dose of Gengraf™ is the same as the initial oral dose
of cyclosporine (NON-MODIFIED). Suggesied initial doses are available from the results of a 1994 survey of the use of cyclosporine INON-
MODIFIED) in U.S. ransplant centers. The mean + SD initial doses were 913 mg/kg/day for renal sransplant patiems (75 ceniers). 824 meg/kg/day lor
liver transplant patients (30 centers). and 7+3 mg/kg/day for heant transplant patients {24 centers). Total daily doses were divided mio 1wo cqual daily
doses. The Gengraf™ dose is subsequently adyusted to achieve a pre-defined cvelosporme blood concentranon (see DOSAGE AND AUMINISTRATION.
Blood Concentration Monstoring in Transplant Patients. below 1. if cyck trough biood are uscd. the targel range is the same for
Gengraf™ as for cyclosporine (NON-MODIFIED). Using the same trough concentration target range for Gengraf'™ as lor cyclosporine (NON
MODIFIED) results in greater cyclosporine exposure when Gengraf™ is adminisiered tsec CLINICAL PHARMACOLOGY. Pharmacokietics.
Ahbsorpuon). Dosing should be tirated based on clinical assessments of rejection and tolerability. Lower Gengraf™ doses may be sufficient as
maintenance therapy
Adjunct therapy with adrenal conicosieroids i recommended initially. Different tapering dosage schedules of prednisone appear 10 achieve similar
fesults. A representative dosage schedule based on the patient’s weight started with 2.0 mg/kg/day for the fint 4 days tapered to 1.0 mg/Ag/day by |
week. 0.6 mg/kg/day by 2 weeks. 0.3 mg/Ag/day by 1 month. and 0.15 mg/kg/day by 2 months and thercalier as a maintenance dose. Steroid doses may
be turther tapered on an individualized basis depending on status of patient and function of graft. Adjustments in dosage ol predmisone must be made
according 1o the clinical situation.

C ion from Sandi B+ (cyelosporine [NON-MODIFIED)) to Gengraf™ (cyclosporine capsules, USP [MODIFIED]) in Transplant
Patients: In wansplanied patients who are considered for conversion 1o Gengraf™ from Sandimmune®* (cyclosporine [NON-MODIFIED)).
Gengraf'™ should be started with the same daily dose as was v used with teyclosporine INON-MODIFIED]) (1:] dose

conversion). The Gengraf™ dose should subsequently be adjusted 10 attamn the pre-conversion cyclosporine blood Irough concentration. Using the same
trough concentranon target range for Gengral™ as for Sandimmune®* (cyclosporine [NON-MODIFIED); reslts in greater eyclosporing exposure
when Gengraf™ iy administered tsee CLINICAL PHARMACOLOGY. Piarmuacokinctics. Absarpren,. Panents with suspected poor absomimon o
[ e INONOIETEDY e e . I -
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DOSAGE AND ADMINISTRATION: Gengraf™ icyciosporine capsules. USP {MODIFIED) has increased bioavailability in comparison 1o
Sandimmune®* (cvclosporine INON-MODIFIED]:. Gengraf™ and Sandimmune®* (cyclosporine [NON-VIODIFIED)) are not bivequivalent
and cannot be used interchangeably without physician supery ision.

The daily dose of Gengraf™ 1cyclosponne caprules. USP IMODIFIED)) should always be given in two divided doses (BID1. 1 1s recommendedd
that Gengraf™ be administered on a consrsient schedule with regard to ume of day and relation (0 meais. Grapefruit and grapetruit juice attect
metabolism. increasing blood concentration ot cvelosporine. thus should be avonded.

Newly Transplanted Patients: The mwual oral dose of Gengrai™ rovclosponine capsules. USP {MODIFIED)) can be given 4-12 hours prior o
; or he given postop Iv. The tnitiai dose of Gengraf?* vanes depending on the transplanied orpan and the other MMUNOSUPPTESIVE
agents included in the IMMUROSUPPIESSIVE protocol. In newly transpiantcd paticnis. the inihial oral dose of Gengral™ 1s the same as the matial oral dose
of cyclosponne (NON-MODIFIED) Suggesied mital doses are v alable from the resulis of 3 1993 surver=of the-ise of crclosponne (NON-
MODIFIED) in U.S. ransplant centers. The mean = SD il doses were 923 mgAg/day tor renat transplant patents 175Tentens ). K24 merharday ror
hver transplant pauents (30 centers). and 7=3 mg/wday for heart transplant patients 124 centers). Total daihs doses were divided into two equal durih
doses. The Gengraf™ dose 15 subsequently adpusted to achieve a pre-derined cyclosporine blood concentration /sev DOSAGE AND ADMINISTRATION
Biood Concentration Monswring i Transplunt Patrenis, betow 1. 1 ¢y ciusponne trough blood conceniranons are used. the target Tange 1> the same 108,
Gengraf™ as for cvelosponne (NON-MODIFIED). Using the same 1rough concentration target range tor Gengrat™ v or ovclosponne (NON-
MODIFIED) results n greater cyclosponne eaposure when Gengraf™ 16 administered (sev CLINICAL PHARMACOLOGY. Pharmacokinetics

Absorpion). Dosing should be tirated based on clinical assexsments ol rejection and toierability. Lower Gengral™ doses may be sutticient ay

maintenance therapy.

Adjunct therapy with adrenal cormcosteroids i recommended inwally. Different tapenng dosage schedules ol prednisone appear Lo achieve imilar
resuits. A representative dosage <chedule based on the panents weight staried with 24 mg/kg/day tor the tint 4 days tapered 1o 1.0 mgAgiday b1
week. 0.6 mg/kg/day by 2 weeks. 0.3 mgAgiday by | month. and 0.15 mg/kg/day by 2 months and thercatier a» a mantenance dose. Sterowd doses may

be further wpered on an indnvidualized basis depending on status of patient and function of grail. A In dosage ot pred must be made
according to the chimcal sitwanon. - .
C ion from Sandi e3* (cyclosponi {NON-MODIFIED}) to Gengraf™ tcxclosporine capsuies, USP {MODIFIED)) in Transplant

Patients: In transplanted panents who are considered for conversion 10 Gengral™ from Sandimmune®* (cyclosponne INON-MODIFIED],
Generaf™ should be started with the same. daily dose a» was previously used with Sandimmunc¥* (cxclosponne INON-MODIFIED]) 11:1 dose
conversion). The Gengraf™ dose should subsequenth be adjusted 1o altain the pre-conversion cyclosponine bload trough concentration LUang the \ame
trough concentration target range for Gengraf™ as for Sandimmune®™ (cvclosporine {NON-MODIFIED}) results in greater cvclosponne exposure
when Gengraf™ 15 adminisered rsee CLINICAL PHARMACOLOGY. Pharmacokincucs. Absorpuony. Panents with suspected poor asorpiaon ot
Sandimmune®* (cyciosponne INON-MODIFIED)) reguire ditterent doung strategies ¢sec DOSAGE AND ADMINISTRATION . Transplans Pavents
with Poor Absorpiton of Sandrmminc®= 1cvclosporine INON-MODIFIED}i. below). in some patients. the increase in blood trough concentration &
more pronounced and may be ot clinical significance

Until the blood trough concentration attains the pre-conversion value. il is strongly recommended that the evclosporine bloud trough
concentration be monitored every 4 to 7 days after conversion to Gengraf™. In addition. chimeal satety parsmeters such ax serum creaumune and
blood pressure should be monitored every fwo weeks dunng the first iwo months aller conversion. If the blood trough concentrations are outside the
desired range and/or if the clinical safety parameters worsen. \he dosage of GengrafT™ must be adjusied accondingly.

Transplant Patients with Poor A ion of Sandi * (cyclosporine [NON-MODIFIED)): Patients with lower than expected cyclosponne
blood trough concentrations in relation to the oral dose of Sandummune®® (cyclosponne (NON-MODIFIED}} may have poor oF mcensisient
absorption of cyclosponne from Sandimmune€* (cvclosporine INON-MODIFIED]. After conversion 1o Gengraf™ eyclosponine capsules. USP
{MODIFIED]). pauents tend to have higher cyclosponne concemranons. Due to the increase in bicavailability of cyclosporine fullowing comersion
10 Gengral™. the cyclosporine biood trough conceniration may exceed the target range. Particular caution should be exercised when
converting patients to Gengraf™ at doses greater than 10 mg/kg/day. The dose of Gengraf™ should be tirated individually hased on eyclosporine
trough concentrations. folerabihity. and clinical response. In this population the cyclosponine blood trough concentration should be measured more
trequently. at least twice a week (daily. if initial dose exceeds 10 mg/hg/day ) until the concentraton stabilizes within the destred range

Rheumatoid Arthrisis: The witial dose of Gengral™ (cyclosponne capsules, USP {MODIFIED]) is 2.5 me/ke/day. ahen twice daily ax a divided
(BID) oral dose. Salicylates. nonsteroidal anti-inflammatory agents. and oral corticosteroids may be conunued 1see WARNINGS and PRECAUTIONS
Drue Interactions), Onset of action generally occurs between 4 and ¥ weeks. I nsufficient clinical benetit 1s seen and 1olerability v good tincluding
erum creaumine less than 3% above baseline). the dose may be increased by 0.5-0.75 mp/kg/day atter 8 weeks and again atier 12 weehs 10 a maximum
of 4 mg/kg/day. If no benefit is seen by 16 weeks of therapy. Gengralt™ therapy should be discontmued.

Dose decreases by 25% -5(0% should be made at any time 10 control adverse evenls, €.£.. NYPEMENsion elevalions it serum creamne (306 above
panent’s pretreatment level) or climically significant laboratory abnormalities (see WARNINGS und PRECAUTIONS). If dose reduction 1s not eflecunve
in contralling abnormalities or if the adverse event or abnormality 1s severe, Gengraf ™ should be discontinued. The same imtial dose and dosa B
should be used if Gengraf™ is combined with the ded dose- ol Most patienis can be treated with Gengraf'™ duses ol
3 mg/ke/day or below when combined with methotrexate doses of up 10 15 mgsweek tsee CLINICAL PHARMACOLOGY. Chnical Trials)

There is limiled long-term treaiment data. Recurrence of theumatoid anthritis disease acuvity 1s generaliy apparent within four wechs atter sopping

cyclosporine.
Psoriasis: The initial dose of Gengraf™ (cyclosporine capsules. USP [MODIFIED]) should be 2.8 mg/kp/day. Gengraf™ should be taken 1wice duily,
as a divided (1.25 mg/kg BID) oral dosc. Patients should be kept at that dosc for at least 4 weeks. bamng advense evenis. 1 significant chmical
ymprovement has rot occurred In pauents by that time. the patient’s dosage should bhe increased al 2 week intervals, Based on patient response. dose
increases of approximately 0.5 mg/kg/day shouid be made 10 a maximum of 4.0 me/p/day.

Dose decreases by 25¢¢-50% should be made at any time to control adverse evenls. e.8.. hypenension, elevations in serum creatinine (225 above

the patsent's pretreatment level). or climically significa laboratory l it dose is not elfectve in controlling abromalities. or 1f
the adverse event or abnormality is severe, Gengraf™ should be discontinued i sec PRECAUTIONS, Special Monttoring of Psoriusis Putieni).
Patients generally show some imp in the clinical i of psoniasis in 2 weeks. Sausfactory controt and stabilization of the disease

may take 12-16 weeks 10 achieve. Results of a dose-titration clmical trial with Gengraf™ indicate that an improvement ol pronisis by 754 or more
tbased on PAS]) was achieved in $1% of the pauents alicr ¥ weeks and in 79% of the patients after 12 weeks. Treatment should he discontinued if
satistactory response cannot be achieved after 6 weeks al 4 mg/kg/day of the palient’s maximum 1olerated dose. Once a patient i adequately controlied
and appears stable the dose of Gengraf™ should be lowered. and the pauent wreated wilh the lowest dose that mamtains an adequale respose (this
should not necessarily be tatal cleanng of the pauient). In clinical trials. cvclosporine doses at the lower end of the recommended dosage range wen®
eficctive 11 mainiaining a satistactory response 1n 604 of the paticats. Doses helow 2.5 mpAg/day may alsa he equally eftecuve. -

Upon stopping treatment with cvclosponne. relapse will occur in approximately six weeks (S0% of the patients) 10 16 weeks t75% ofShe paticnts)
1n the majonty of patients rebound does not oceur atter ceasation of treatment with cyclusponne. Thidteen cases of transtormation ofachronic plague
proruasis 10 more severe forms of peoriasis hive been reported. There were 9 cases of pustular and 4 cases of erythrodermic proriasis. Long term
expericnce with Gengraf™ in pranasis patients is Iimited and continuous treatment for extended periods greater than one year 1v ot recommended.
Alemnation with other forms of treatment should be considered in the fong term management of patients with this life tong discase.

Blood Conc ion Monitoring in Transpiant Patients: Transplant centers have found blood concentration moniionng ol cyclusponne 1o he an
exsential comp of patient 2 Ot 1mp ¢ 10 blood © atson analysis are the 1ype of assay used. the tramplanted organ. and other
i agents being d. While no fixed hip has beent tished. blood ¢ on may assist in the

climcal evatuation of rejection and toxicity, dose adjustments. and the assessment of compliance

Narious assays have been used 10 measure biood concentrations of cyclosporne. Older studies using a non-specific assay olien cited concenirations
that were roughly 1w ice those of the specific assays. Therctore. comparison between cancentrations i the published interature and an individual pauent
concentration USNE CUNent assays must be made with detailed knowledge of the assay methods employed. Current assay results are abo not
imerchangeable and their use should be guided by their approved labeling. A discussion of the different assay methods is contained in Annals of Clane al
Biochenustry 1994:31:420-446. While several assays and assay matrices are available. there 1 3 consensus that parent-compound-specilic asays
comelate best with clinical events. Of these. HPLC 1s the standard reference. but the monaclonal antibody RiAs and the monaclonal antihody FPiA
offer s L Tep bility. and ¢ ce. Most climicians base their on trough cyclosp 2 Applied
Pharmacokmetics. Principles of Therapeutic Drae Monitoring (1992) contains a broad discussion of cyclosporme pharmacokmetics and drug
monitonng iechnigues. Blond concentration monitonng 1s not 4 replacement tor renal Tunclion MEANONING OF lissue biopsies.

HOW SUPPLIED:
Gengraf™ Capsules (cyclosporine capsules, USP [MODIFIED])

25mg
Oval. white imprinted in blue. the corporate logo ©. 25 mg. and the Abbo-Code OR.
Packages of 30 unit-dose blisters. (NDC 074-6463-32). .

50mg
Oval. white. with one biue stnpe. imprinted in blue. the corporate logo B. 50 mg. and the Abbo-Code 0s
Packages of 30 unit-dose biisters. (NDE 0074.6477-32)

100 mg
Oval. white. with two blue stripes. imprinied in biue. the corporate logo EJ. 11X mg. and Abbo-Code oT.
Packages of 30 unit-dose biisters. (NDC 00174-6479-32).

Store and Dispense: In the original unil-dose container at controfled room temperature 15°-30°C 159°-86°F ). (See USP).
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Manufactured by: Abbott Laboratories North Chicago. IL 60064, US.A.

Distributed by: SangStat Medical Corporation Fremont. CAY4555. US.A.
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List No. 6479
GENGRAF™ 100 mg
{cyclosporine capsules, USP
[MODIFIED])
alcohol, USP, absolute ....12.8% v/v (10.1% wt/vol)
Exp.
Lot 98-5636-R1

by: Abbatt L

North Chicago, IL 60064, U.S A a

AP iOvED

List No. 6479
GENGRAF™ 100 mg
(cyclosporine capsules, USP
[MODIFIED])
alcohal, USP, absolute ...12.8% viv (10.1% wi/vol.)
Exp.

Lot 98-5636-R1

Manufactured by: Abbott Laboratories
North Chicago, IL 60064, U.S.A.

List No. 6479
GENGRAF™ 100 mg
{cyclosporine capsules, USP
[MODIFIED]}
alcohol, USP, absolute ....12.8% v/v (10.1% wt/val.)
Exp.
Lot 98-5636-R1

by: Abbott L

North Chicage, IL 60064, U.S A a

List No. 6479
GENGRAF™ 100 mg
{cyclosporine capsules, USP
{MODIFIED])

aicoho!, USP, absolute ....12.8% wv {10.1% wtjvol.)

_Exp.

Lot 98-5635-R1
d by: Abbott Li

North Chicago, IL 60064, U.S.A. a

12 2000 List No. 6478

' GENGRAF™ 100 mg

(cyclosporine capsules, USP
[MODIFIED])

alcohol, USP, absolute ....12.8% viv (10.1% wt/vol.)
Exp.

Lot 98-5635-R1
d by: Abbott La
Narth Chicago, 1L 60064, U.S.A a
List No. 6479

GENGRAF™ 100 mg

{cyclosporine capsules, USP
[MODIFIED])

alcohol, USP, absalute ....12.8% viv (10.1% wi/val)
Exp.
Lot 98-5636-R1 _

by: ABbott La

North Chicago, IL 60064, U.S.A. a




List No. 6463
GENGRAF™ 25mg
{cyclosporine capsules, USP[MODIFED))

sicahal, USP, absolute
Exp.

Lot
Manufactured by: Abbott Laboratories

North Chicago, IL 80064, U.S.A. a
APPRL ...
List No. 6463
GENGRAF™

{cyclasporine capsules, USP{MODIRED])
alcohol, USP. absalute ... ..12.8% v/v (10.1% wiivol )

Lot 9-5634-R1
Manufacturad by: Abbot lenmnnls
North Chicago, It 50064, US a

List No. 6463
GENGRAF™
(cyclosporine capsules, USP(MODIRED])
slcohol, USP, absolute ... . 12:8% vV (10.1% wiivol}
Exp

Lot 9-5634-R1
Manutactured by: Abbott Laboratories
North Chicago, L 60064, U.S.A. a

Ust No. 6463
GENGRAF™ 25mg
{cyclosporing capsules, USP[MODIFIED])
slcohot, USP, absolute ... 12.8% viv (10.1% wi/vol)

Exp.

tot 9-5634-R1

Manufactured by: Abbott Laborstories

North Chicago, IL 60064, US.A. =)
List No. 6463

GENGRAF™ 25 mg

{cyclosporine capsules, USP [MODIFIED]}
alcohal, USP, absoluts .. -12.8% viv (10.1% weivol.)
e

Lot 98-5634-R1
Manufactured by: Abbott Laboratonies
North Chicago, IL 60064, US.A. (=]

List No. 6463
GENGRAF™ 25
{cyclosporine capsules, USP [MODIRED]}
alcofidl, USP, absolute . 12.8% viv (10.1% wtivol.)
Ex.

Lot 98.5634-R1

Mangtactred by: Abbott Laborstories

North Chicago, IL 80064, U.S.A a
List No. 6463

GENGRAF™

{cyclosporine capsules, USP [MODIFIED]}
alcehol, USP, absolute .... - 32.8% viv (10.1% wi/vol.)

Exp.

Lot 98-5634-R1
Manutactured by: Abbort Laboratores

North Chicago, )L 60064, U.S.A. a

List No. 6463
GENGRAF™ 25 mg
(cyclosporine capsuies, USP TMODIRED) |

sicohel, USP. absolute .........c..... 12.8% viv (10.1% wiivol )
Exp.

tot 96-5634-R1
Manufactured by: Abbott Laboratories
North Chicago, IL 60064, USA. a

List No. 6463
GENGRAF™ 25mg
\cyclosporine capsules, USP [MODIRED])
alcahol, USP, sbsolute ..............128% viv {10.1% wivol)
Exp.
Lot 96-5634-A1
Manutactured by: Abbott Laboratories
North Chicago. IL 60064, USA a
List No. 6463
GENGRAF™
(eyclosporine capsules, USP [MODIFIED} )
slconol, USP, absolute ...... 12.8% wiv {10.1% wivol )
Exp.
Lot 98.5634-R1
Manufsctured by: Abbati Laboratonies
North Chicago. 1L 50064, U.S.A. a
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GENGRAF"

(cyclosporine capsules, USP

[MODIFIED])
25 mg

WARNING: Gengraf™ (cyclosporine capsules,
USP [MODIFIED]) is NOT BIOEQUIVALENT to
Sandimmune®* {cyclosporine capsules, USP
[NON-MODIFED]). Do NOT use interchange-
ably without a physician’s supervision.

R only

ABBOTT

LABORATORIES SANGSTAT

The Transpiant Company”

30 Capsules
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GENGRAF’

(cyclosporine capsules, U§P

IMODIFIED])
25 mg

Each capsule contains:

cyclosporing, USP .......orcrcinnns 25 mg

alcohol, USP, absolute .......... 12.8% viv
{10.1% wt/vol }

Inactive Ingredients:

FD&C Blue No. 2, geiatin NF, polyethylene
glycol NF, polyoxyl 35 castor oil NF,
polysorbate 80 NF, propylene glycol USP,
sorbitan monooleate NF, and titanium
dioxide.

Usual Dosage: See enclosure for pre-
scribing information.

Store and Dispense: In the original unit-
dose container at controlled room temper-
ature 15°-30°C (59°-86°F) (See USP).
*Sandimmune® is a registered trademark of
Novartis Pharmaceuticais Corp.
TM-Trademark

Manufactured by:

Abbott Laboratories
North Chicago, IL 60064, U.S.A.

Distributed by:
SangStat Medical Corporation
Fremont, CA 94555, U.S.A.

13-2003-2/R1

© Abbott

To remove capsule: (Note: Do not remove
capsule from blister until just prior to use.)

. card.

2. Crack and peel off backing from flat
wside {with GENGRAF ™ printed on it).
-OR-
ALTERNATE OPENING METHOD

Cut foil along edge of cavit‘y' with scis-

sors. USE CAUTION TQ AVQID CUT-
TING CAPSULES,

“ya

4
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North Chicago, IL 60064, U.S.A.
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S S3 50 mg
_—
E : Y m Each capsule contains: To remove capsule: {Note: Do not remove
) ’ ot :
=] m cyclosporine, USP ........................50 mg capsule from blister until just prior to use.)
= g : alcohol, USP, absolute .......... 12.8% viv
et {10.1% wtjvol.)
9 Inactive Ingredients:
R . FD&C Blue No. 2, gelatin NF, polyethylene
WARNING: Gengrjdf"" (cyclosporine capsules, % 1 glycol NF. polyoxyl 35 castor oil NF
USP [MODIFIED]) is NOT BIOEQUIVALENT to ] 2 polysorbate 80 NF, propylene glycol USP, card.
_ Sandimmune®* (cyclosporine capsules, USP sofbitan moncoleate NF, and titanium
— [NON-MODIFIED]). Do NOT use interchangeably s zo @ = dioxide.
=8 without a physician's supervision. =3 83 § § > Usual Dosage: See enclosure for prescrib-
———— 3 i ‘
3 e =4 ié 2= ing information. 2. Crack and peel off backing from flat
o=t o ge 9 g Store and Dispense: In the original unit- ,side {with GENGRAF ™ printed on it).
g‘ —— E. 3 El E % o dose cogtairler at::ontnrolled room temper- -OR-
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List No. 6477
GENGRAF™ 50 mg
{cyclosporine capsuies, USP [MODNAED) |
alcohol, USP, absolute .. . 128% VA {10.1% wisvol )
Exp.

Lot 90-5635-R1
ey iy =
APPRC ..
S L U
List No. 6477
GENGRAF™

{cyclosporine capsules, USP[MODIFIED) )
atcohol, USP. absolute ..
Exp.

Lot 9-5635-R1
Manufactured by: Abbott Laborstories
North Chitago, 1L 60064, US.A a

List No. 6477
GENGRAF™
(cyclosporine capsules, USP [MODIHED] )
alcohol, USP, absohste ..
[

Lot 96-5635-R1
Manufsctured by: Abbott Laboratories
North Chicago, IL 60064, USA. a

List No. 6477
GENGRAF™
(cyclosporine capsules, /SP[MODIFIED) )

aicohol, USP. absoiute ..... 128% viv (10.1% wivol)
Exp.

Lot 96-5635-R1
Manutactured by: Abbatt Laborsturies
North Chicago, IL 60064, U S.A =

List No. 8477
GENGRAF™
{cyciosporine capsules, USP[MODIFIED])
alcohol, USP. absolute .. -12.8% viv (10.1% wifvol.}

Exp.

Lot 90.5635-R1
Manufactured by: Abbort taboratories

North Chicego, IL 60064, U.S.A c

List No. 6477
GENGRAF™
(cyclosporine capsules, USP [MODIFIED])
alcohol, USP, absalute ... -12.8% viv {10.1% wifvol.}
Exp.

Lot 96-5635-R1
Monufactured by: Abbott Laboratories
North Chicago. It B0064, .S A, a

TS

GENGRAF™
(cyclosporine capsuies, USP [MODIAED))
aicohal, USP, sbsolute

List No. 6477

Exp.
Lot 96-5635-R1
Manufactured by: Abbott Laboratories

Norh Chicago, IL 60084, US.A o

List No. 6477
GENGRAF™
{cyclosporine capsules, USP [MODIFIED] )
alcohol, USP, absalute . ...12.8% v/v (10.1% wtival }
Exp.

Lot 96-5635-A1

Manufactured by: Abbott Laboratories
North Chicago, IL 60064, US.A =

List No. 6477
GENGRAF™
(cyclosporine capsules, USP [MODIFED))

alcohol, USP, sbsolut ~128% viv (10.1% wtvol.}
Exp.

Lot 98-5635-A1
Manutsctured by: Abbott Laboratoties
North Chicaga. It 60064, US.A a

List No. 6477
GENGRAF™
{cyclosporing capsules,-USP [MODIFIED))
alcahol, USP, bsolute ... -12.8% viv (10.1% wijvol.)
Exp.
ot 98-5635-R1

Menutaciured by: Abbott Laborataries
North Chicago, IL 80064, USA. o
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GENGRAF"

(cyclosporine capsules, USP

[MODIFIED])

sa|nsde) g¢

100 mg

WARNING: Gengraf™ (cyclosporine capsules,
USP [MODIFIED]) is NOT BIOEQUIVALENT to
Sandimmune®* (cyclosporine capsules, USP
[NON-MODIFIED]). Do NOT use mterchangeably
without a physician’s supervision.

B only

ABBOTT
LABORATORIES m

30 Capsules
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(cyclosporine capsules, USP
[MODIFIED])
100 mg

Each capsule contains: To remove capsule: (Note: Do not remove
cyclasporing, USP.......oooo 100 mg capsule from blister untii just prior to use.)
alcohol, USP, absolute ..........12.8% vjy

(10.1% wt/vol.)

Inactive Ingredients:
FD&C Biuve No. 2, gelatin NF, polyethylene

glycol NF, polyoxy! 35 castor oil NF, 1. Detach individual section from blister
polysorbate B0 NF, prapylene glycol USP, card.
sorbitan monooleate NF. and titanium

dioxide.

Usual Dosage: See enclosure for prescrib-
ing information. X
2. Crack and peel off backing from flat

Store and Dispense: In the original unit- side (with GENGRAF™ printed on it).

dose container at controlled room temper-
ature 15°-30°C (59°-86°F) (See USP).

*Sandimmune® is a registerad trademark of
Novartis Pharmaceuticals Corp.

-0R-
ALTERNATE OPENING METHOD

TM-Trademark © Abbott - -

Manufactured by: E

Abbott Laboratories .

North Chicago, IL 60064, U.S.A.

Distributed by: Cut foil along edge of cavity with scis-

SangStat Medical Corporation
Fremont, CA 94555, U.S.A. sors. USE CAUTION TO AVOID CUT-

13-2005-2/R1 TING CAPSULES.



