CONCORD BIOTECH
‘ - Biotech for Mankind..

Forthe use of a Registered Medical Practitioner or a Hospital ora Labdratory only o g A ‘

Mycophenolate Mofetil For Oral Suspension IP 1gm / 5ml

1.Composition
Each 5mL of reconstituted suspension contains:
Mofetil IP... 1gm . X

Y

2:Dosage Fo
Mycophenolate mofetilis supplied as powder for oral suspension.

3. Therapeutic Indication, 1 ) '
Mofecon OS mini 1 g/5ml powder for oral isindi with and corti
prophylaxis of acute transplant rejection in patients receiving allogeneu: renal; cardiac or hepallc(ransplams ~ v

4.Dosage and Administration
dosage for prophy inrenal
mofetil oral susp should belnltlaled W|Ih|n 72 hours following transplantation.
Chlldren (aged 3-months to 18 years): the late mofetil powder for Qral suspensmn is 600 mglm
administered twice daily (up to a maximum of 2 gdally) y

1
Standard dosage for prophylaxis in cardiac transplanl >

etil oral susp should be initiated within 5 days lollowmg vansplanlanan ) (
Children nodala are available for paediatric cardiac transplant patients. . v 1

Standard dosage for prophylaxis in hepatic transplant

Mycophenolate Mofetil IV should be adm-ms(ered for the fi frsudays fo||ow|ng hepallc Iransplanl with oral suspensiof (initiated as soon
afterthis asitcanbetolerated. 0ol ki AN

Children: no data are avai for

patients.

5. Contraindications

le-d

Ganciclovir: Based on the results of a singl 1 study of ménded doses of oral and i.v.
ganciclovir and the known effects of renal imp: it on the phar of MMF and ganclclovur, itis ‘anticipated that
ccadmlms(ranon of these agents (which compete for mechanisms of renal tubular secretion) will result in increases-in MPAG and
tantial alteration of MPA pharmacokineties is anticipated and MMF dose adjustment is not required.

In pallenls with renal .mpalrmenl inwhich MMF and ganciclovir or its prodrugs, e.g. valganciclovir, are coadmtms(e!eti patients should
be monitored carefully.

Oral : A study of of N mofetil (1 g-b.id)and oval 9
ethinylestradiol (0.02 - 0.04 mg) and levonorgestrel (0.05 - 0.20 mg), (0.15mg) or 05-0.10mg) din
18 women with psoriasis over 3 menstrual cycles showed no clinically relevant lnﬂuence of Mycophenolate mofetil.on serum levels of
progesterone, LH and FSH, thus indicating no influence of Mycophenolate mofeti on the ovulation suppressing action of the oral

The of oral were not affected to a chmcally relevant dagree by coadmumstrauon of
Mycophenolate mofetil wtinan

Rifampicin: After correction for dose a 70% decrease in MPA exposure (AUC, ) has been obs with tant
ion in-a-single heart-lung patient. It is therefore recommended to monitor MPA exposure |evels and to ad]usl
Mycophenolate mofetil doses accordingly to maintain clinical efficacy when the drugs are administered concomitantly.

: Exposure to tly administered with Mycophenolate mofetil had na effect on the AUC or C.... of MPAIn
liver transplant recipients. Asimilar finding was observed in a recent study in kidney transplant recipients

In renal transplant patients it was shown that the tacrolimus concentration did not appear to be altered by Mycophenolate mofetil.
However, in hepatic transplant patients, there was an increase of approximately 20% in tacrolimus AUC when multiple doses of
Mycophenolate mofetil(1.5gb.i.d )were admvms(ered to panems taking tacrolimus

T

13-

i iminati g bacteria in the intestine (e.g.
penlcl"ll’\ classes of anublctlcs) may | |n(erfere wlm MPAG/MPA enterohepatic recirculation thus leading lo reducod sys!emlc MPA
expos!

Allergic reactions to Mycophenolate mofetil have been observed. Therefore, ycopl mofetil is in patients with i : ™A
hypersensitivity to Mycophenolate ‘mofetil or Mycophenolic acid (MPA). M mofetil is during preg! the fo“owmg is : Cil in plus i acld in pre-dose (trough) MPA
due to its mutagenic and g potential. mofetil is icated in women of ch ing potential not using conOemratlons of 54% have been reported in renat |n the days followmg 't of oral

highly effective contraceptive methods. It should not be given to women who are breastfeeding.

and Precautions st
6.1 Neoplasms !

p
plu acid. Effects tend to diminish with ind cease after di

The -change i |n pre—dose Ievel may not accurately represent changes in overall MPA exposure m:mfore clinical relevance of these
observations is unclear.

Asinall patients: f drugs. patients fetil as
partofanimmunosuppressive regimen are atincreased risk of developing lymphomas and other malignancies, particularly of the skin
The risk appears to be related to the intensity and duration of immunosuppression rather than to the use of any specific agent. As with
all patients at an increased risk for skin cancer, exposure to sunlight and UV light should be limited by wearing protective clothing and
using a sunscreen with a high protection factor.

involving

6.2 Infections

and in reduced the MPA AUC.... by 30% following a single
dose of Mycophenolate mofetil. No such effect on the systemic exposure of MPA with either of these antibiotics occurred when they
~ere administered separately.

Trimethoprim/sulphamethoxazole: No effect on the systemic exposure of MPA (AUC, C_,) was seen with the combination
trimethoprim/sulfamethoxazole

Oversuppression of the immune system can also increase susceptibility to infection including opportunistic fatal

and sepsis. Such infections include latent viral reactivation, such as hepatitis B or hepatitis C reactivation, or infections caused by
polyomaviruses. Cases of hepatitis due to reactivation of hepatitis B or hepatitis C have been reported in carrier patients treated with
immunosuppressants

Cases of £ {PML) with-theJC virus; sometimes fatal;have been-reported in |

Mycophenolate mofetil treated paﬁents The repunad cases generally had risk factors for PML, including immunosuppressant

therapies and |mpalrmenl of immune function. In i patients, i should consider PML in the differential
is in pat witha should b

as clinically indicated.

BK virus-associated nephrupamy has been observed during the use of Mycophenolate mofetil in patients post renal transplant. This

infection can be 2 leading to renal graft loss. Patient monitoring may help detect patients
at nsk for BK pl y in i ion should be for patients who develop
Blood and immune system

Cases of pure red cell aplasia (PRCA) have n reported in patients treated with mofetil in

immunosuppressive agents. The mechanism for mycophenolate mofetil induced PRCA is unknown; the relative contribution of other
immu and their 1S inan immi ion regimen are also unknown. In some cases PRCAwas found to
be reversmle with dose reduction or cessation of Mycophenolate mofetil therapy. In transplant patients, however, reduced
immunosuppression may place the graft at risk

Patients receiving Mycophenolate mofetil should be instructed to report immediately any evidence of infection, unexpected bruising,
bleeding or any other manifestation of bone marrow depression.

Patients on Mycophenolate mofetil should have complete blood counts weekly during the first month of treatment, twice monthly for the
second and third months, then monthly through the first year. In particular, patients receiving Mycophenolate mnlem should be
monitored for neutropenia. The development of neulropema may be related to My mofetil, wal
infection or some combination of these causes. —

7.Drugl

Caution should be exercised when switching combination therapy from containing immt . which interfere

with MPA enterohepatic recirculation e.g. Cyclosporin to others devoid of this effect e.g. Tacrolimus, Sirolimus, Belatacept, or vice

versa, as this might result in changes of MPA exposure. Drugs which interfere with MPA's p cycle(e.g N

antibiotics) should be used with caution due o their potential to reduce the plasma levels and efficacy of Mycophenolate mofel. Itis
d that mofetil should not be administered concomitantly with  azathioprine because both have the

potential to cause bone marrow suppression and such concomitant administration has not been studied.

mofetil oral contains aspartame, a source of phenylalanine (equivalent to 2.78 mg per 5mL of oral
suspena.on) Therefore, care should be taken if Mycophenolate moleul oral suspension is admlnlslumd fo patients wn\h
phenylketonuria

7.1 Interactions with other Medicinal Products and other Forms of Interaction

Acyclovir: Higher MPAG (the phenolic glucuronide Of MPA) and acyclovir plasma were when

mofetil was administered with acyclovir than when the drugs were administered alone. Because MPAG plasma oonoen(rahons are
increased in the presence of renal impairment, as are acyclovir oancenuallons |he potential exists 10r Mycophenolate and acyclovir or
its prodrugs. €.9 yel for tubular tion, further h drugs.

Antacids and proton pump inhibitors (PPIs): D ic acid (MPA) PXp: has been observed when antacids, such

as magnesium and aluminium hydroxides, and PPls, including and p with

Mycophenolate mofetil. When comparing rates of transplant rejection of rates of graft loss between Mycophenolale mofetil patients

taking PPIs VS Mycophenolate mofeti| pallenls not Lakmg PPls no slgmhcam dlﬂermces were seen. These data support extrapolation

of this fi fndlng to all antacids because the te mofetil was ¢o- adminlstered with magnesium

L y less than when s mofetilwas
le-d

Cholestyramine: Following sing of 159 yolate mofeil 1o normal healthy subjects pretreated with 4 g
ti.d. of cholestyramine for 4 days, there wag a 40% vadudlon In the AUC of MPA. Caution should be used during concomitant

P

ole,

andal with PPls.

d

with other e poiq

Other i 2 Ci of pi with mycophenolate mofetil in monkeys raises the ptasma AUC of MPAG 3-fold.
Thus, other drugs known to undergo renal tubular secretion may compete with MPAG and thereby raise plasma concentrations of
MPAG or the other drug undergoing tubular secretion.

Concomilant administration of sevelamer and Mycophenolate mofetil in adults and pediatric patients decreased the MPA C__ and
AUC, ; 'by 30% and 25Wrespecﬂ7ely Thl' dafa suggest that sevelamer and other calcium-free phosphate binders pra'emnually
should be glven 2 Tolate mofetilintake to onthe 10f MPA.

coph P:

Live vaccines: Live vaccines should not be given to patients with an impaired immune response. The antibody response to other
vaccines may be dlmlnlshed

8. Use'Iri Special Populations
8.1 Renal Impairment
\ Patients with severerenal impairment
in ranal transplant pallenls with severe chronic renal Impanrment (glomerular fitration rate <25, mUmin/1. 73m’) outside of the
‘pbll transplant period or aﬂertrea(mam o! acule or rahacmry ru)ocnon doses 9'“'9’ than 1ga admit ministered twice a day

Jodataare avallable for cardiac or hepatic transplant patients with severe chranicrenal impairment.
Patients with delayed renal graft function p: 1t No dose ded in patients
function post-operatively.

Pl g delayed renal graft

8.2 'Hepaticlmpairment

No dose adjustments are needed for renal f’ansma"l patients with severa hepatic parenchymal disease. No data are available for
cardiac patients with h

9. Undesirable Effects

The adverse event profile associated with the use of immunosuppressive drugs is often difficult to establish owing to the presence of

underlying diseases and the concurvsnl use of mawmar msdvcanuns

9.1 Clinical TriaJg ="

The principal adverse with the ac Pl
hepatic rejectionin with Cyclosporin and include diarrhea, leucopenia, sepsis and vomiting. and

there is evidence of a higher frequency of certain (ypes ofinfection, e.g. opp . Diarrhea and | followed by

anemia, nausea, abdominal pain, sepsis, nausea and vomiting, and dyspepsia wam the predominant adverse events reported more

frequently in patients receiving Mycophenolate mofetilin comparison to patients receiving i.v. carticosteroids.

of mofetil in the prevention of renal, cardiac and

Malignancies
As in patients receiving immunosuppressive regimes Involvmg comblnannns of arugs pauents reLenvmg Mycophenolate mofetil as
partof animmur re gime are at risk o y of the skin

PP 9 . part;

Oppodunisticinfections - —

Alltransplant patients are atincreased risk of opportunistic infections. The risk increased with total immunosuppressive load. The most

common opportunistic infections in patients receiving Mycophenolate mofetil (2 g or 3 g daily) with other immunosuppressants in

controlled cllmcal mals of renal (2 g data), cardiac and hepatic transplant patients followed for at least 1 year were candida
yndrome and Herpes simplex. The prapartion of patients with CMV viremia/syndrome was 13.5%

Children (aged 3-months to 18 years)

The type and frequency of adverse drug reactions in a clinical study of 100 paediatric patients aged 3-months to 18 years given 600
(mg/m2) mycophenolate mofetil orally twice daily, were generally similar to those observed in adult patients given 1 g Mycophenolate
mofell twice daily. However, the following treatment-related adverse events occurred with a frequency of > 10 % in children and were
more frequent in the paediatric population, particularly in children under 6 years of age, when the frequency of treatment-related

adverse events were compared to adults: diarrhoea, leucopenia, sepsis, Infection, anaemia

9.2 Post Marketing
Infections

Serious life such as i and have been reported occasionally and there is
evidence ofa higher noquancy of cem.aln types of infections such as tuberculosis and atypical myeobacterial infection.
Ca: PML),

h seedl P fatal, have been reparted in Myc mofetil treated
sdministration of gs thatinterfere patients. The reported cases ganarally had risk factors for PML, Including immu It therapiey el of Immune
p:
cy n A. Cyclosporin A (CsA) ph: ics were unaffect 1olate mofetil. However, CsA interferes with MPA  'U'CU"
ling, resulting In redu PA sures by 30- 50% in renal transplant patients treated with Mycophenolate
n\erohepallﬂ e compar S MPA expo S hropathy has been observed In patients treated wil her
fnovenl and CsA compared with patients recejying sirolimus or belatacept and similar doses of Mycophenolate mofetil. C: zﬁn""’::mm nephropathy \orenal graft oss. eated with Mycophenolate mofetil: This infection can be associated

changes of MPA exposure should be expecigg when switching pallanu lrom CM () onn of the ImmunolUPp'uunu vmwn do not
Interfere with MPA's enterohepatic cycle. =

late mofeti| Ited approximately 30% decrease of

|sartan (:oncomllam admlnlstrauon of 1"‘mlsar\an and Mywph9"° elil resulted In an y 30% dex

Telm acid (MPA anges MPA'S elimination by enhancing PPAR gamma (peroxisome

||1era(or acuva(ed receplov gamma) expression whlch in turn results In an enhanced UGT1A9 exPréssion and activity. When

gran Iols or adverse event profiles between Mycophenolale mofetil patients with and
nces of the ph DDIwere seen

'c’:)c:nparlng rates of transplant rejection, ra\es 01

without concomitant telmisartan

d ’
Biood and Immune System: Cases of pure red cell aplasia (PRCA) and hypogamma

g\obulmaml ed in patients
treated with Mycophenolate mofeul in with other agents a have been reported In P

Nave been reported post marketing in children of

C
al osed to Mycophenolate
mohlll in comblnation with o\her immunosuppressants during pregnancy. p ents exp ly

Gastro-i

caused by cytomegalovirus), pancreatitis, isolated cases of intestinal Villous atrophy Other




“~

1

studles.

advorso r during
cardiac and hepallc transplant

o

P! with Mycophenolate mofetil afe similar to those seen in the controlled renal,

10. OVERDOSE x .

Itis expected that an overdose of mycophenolate mofetil could possibl
susceplibllity o infections and ‘bone marrow Suppression. If net
Interrupted or the dose reduced.

ly result in oversuppression of the immune system and increase
ia d ps, dosing with mofetil should be

ia ycop

MPA cannol be removed by hemodialysis. However, at high MPAG plasma concentrations (>100 ug/mL), small amounts

) of MPAG are
/. Blle acid (rants, such as can remove MPAby increasing excretion of the drug. : —

11. Phramacologlcal properties and Effects 5 s )
11.1 Pharmacodynamic Properties . 8, T 1
11.1.1 MechanismofAction ! %

Mycophenolate mofetil (MMF) is the Z-mLorph.olinoeirLyl ester of mycophenolic acid (MPA). MPAis a potent, selective, uncompetitive

and reversible inhibltor of inosine ydrog MPDH), and inhibits the de navo pathway of guanosine
hesis. The mechanism by which MPA inhibits the enzymatic actiity of IMPDH appears tobe'related to the ability.of MPA
to slruclurall'y mimic both nicotinamide adenine dinucleotide cofactor and a cafalytic water Thi; th of IMP

is pr
to xanthose-5'-monaphiosphate which is the committed step i de:novo guandsine nucleotide biosynthesis. MPA has more potent
cylostalic effects on lymphocytes than on other cells because T- and B-lymphocytes are critically dependent for their proliferation on de
novo synthesis of purines whereas other cell types can utilize salvage pathways.

11.1.2 Clinical Efficacy Studies y

" Store reconstituted suspension at 2°C to 8°C.

In teratology studies in rats and rabbits, fetal resorptons and malformations occurred in rats at 6 mg/kg/day (including angphthalmia,
agnathia, and hydrocephaly) and in rabbits at 90 mg/«g/day (including lar and renal anomalies, such as eclopia cordis and
ectopic kidneys, and diaphragmatic and umbilical hemia), in the absence of maternal toxicity.

The systemic exposure at these levels is approximately equivalent to or less than 0.5 times the clinical exposure at the recommended
clinical dose of 2 g/day for renal transplant patients and pproxi 0.3 times the clinical atthe rec d clinical dose
of 3 g/day for cardiac transplant patients.

11.3.3 Other

In experimental models, mycophenolate mofetil was not tumorigenic. The highest dose tested in the animal carcinogenicity studies
resulted in app! ly 2 - 3 times the exposure (AUC or C,) observed in renal transplant patients at the recommended
clinical dose of 2 g/day and 1.3 — 2 times the systemic exposure (AUC or C,,,) observed in cardiac transplant patients at the
recommended clinical dose.of 3 g/day. Two' genotoxicity assays (the mouse lymphoma/thymidine kinase assay and the mouse
micronucleus aberration assay) indicated a potential of mycophenholate mafetil to cause chromosomal instability at severely cytotoxic
dose levels. Other genotoxicity tests (the bacterial mutation assay, the yeast mitotic gene conversion assay or the Chinese hamster
ovary cell chromosomal aberration assay) did not demonstrate mutagenic activity.

12. Storage _
Storage: Store powder below 30°C.

Shake closed bottle well before use.
Discard any unused portion 60 days after reconstitution.

Mycophenolate mofetil. has been d in i with the. ing agents in clinical trials for the prevention of renal, 13. Special Instructions for Use, Handling and Disposal
gardlac and hepanc‘re,ecl\on C globulin, OKT3, and cor X hen f til has also Because mycop mofetil has ated g effects avoid inhalation or direct contact with skin or mucous
een on with and oids for the treatment of refractory renal rejection Prior to’ of the powder contained in Mycophenolate mofetil oral suspension (before and after constitution), If such contact occurs,
treatment with Mycophenolate mofetil, patients may have also received antilymphocyte antithymocyte globulin ” wash thoroughly with soap and water; rinse eyes withplain water. I
and OKT3. Mycophenolate mofetil has further been used in clinical trials together with daclizumab and tacrolimus. .
P i f A T : Mycophenolate mofetil for oral suspension each bottle of M mofetil for oral ( OS mini)
C:ill\:ﬂ?gr:on oforgan'rejection d f 17.5 gm Mycophenolate mofetil in 55 gm for oral st yielding 1g/5mL after i
) It . Mycophenolate mofetil for oral suspension should not be mixed with any other medication.
The safety, pharmacokinetics and efficacy of Mycophenolate mofetil in co with cor and in for the yeo spensio x thany

prevention of organ rejection in paediatric renal transplant patients were assessed in an open-label, multicentre study in 100 patients
(aged 3-monthsto 18 years).

11.2 Pharmacokinetic Properties . v
The pharmacokinetics of MMF have been studied in renal, cardiac and hepatic transplant patients.

In general, the pharmacokinetic profile of MPA is similar in renal and in cardiac transplant patients. In the early transplant period,
hepatic transplant patients receiving a 1.5g oral MMF dose have similar MPA levels compared to renal transplant patients receiving 1g
oral . G

11.2.1Absorption " . . vz St r i
g oral ini pl mofetil _rapid, and i ption -and | Pre i
to the active MPA. The mean bi of oral my mofetil, based on MPA AUC, is 94%relative
to i v mycophenolate mofetil. Mycophenolate mofetit can be measured systemically during Intravenous infusion, however, after oral
administration it is below the limit of quantitation (0.4 pg/ml). ' Y

PR o

Immediately post-transplant (<40 days) renal, cardiac and hepatic transplant patients had mean MPA AUCs approximately 30% lower
and C.., .approximately 40% lower compared to the late transplant period (3-6 months post-transplant). MPA AUC values obtained
following administration of 1 g b.i.d. intravenous Mycophenolate mofetil at the recommended infusion rate to renal patients in the
immediate post-transplant phase are comparable to those observed following oral dosing. In hepatic transplant patients,

i of1gb.id ;s Mycophenolate mofetil followed by 1.5 g b.i.d. oral Mycophenolate mofetil resulted in MPA AUC
values similar to those found in renal transplant patients administered 1 g Mycophenolate mofetil b.i.d. N :

Food had no effect on the extent of absorption (MPA AUC) of mycophenolate mofetil administered at doses of 1.5 g b.i.d. to renal
transplant patients: However, MPAC_,, was decreased by 40% in the presence of food. -~ .

Equivalence of oral dosage forms
1g/5mL of Mycophenolate mofetil constituted powder for oral suspension

r oI’ (At E
has been shown to be bioequivalent to four 250mg capsules.

11.2.2 Distribution

Preparation of suspension: ~ e
1.Tap the closed bottle several times to loosen the powder.
2.Remove CR cap and peel off aluminum seal. : >
3.Measure 47mL of Purified Water in the measuring cup (up to the mark). Add approximately half of the total amount of purified water to
the bottie and shake the closed bottle well for about 1 minute. .
4 Add the remainder of purified water to the bottle and shake the closed bottle well for about 1 minute.
5.Remove CR cap and push adapter into the neck of bottle.
6.Close the bottle with CR cap tightly. This will assure the proper fitting of adapterinto the bottle. *
7.Write the date of i and date of expiration in the bottle label before use. g
(The shelf-life of the reconstituted suspension is 60 days).

14.Packs =

225 mL bottle with 55gm powder for Oral Suspension, 1 bottie adapter, 1 measuring cup and 2 oral dispensers.

15. Shelflife
24 months when stored atrecommended storage conditions
Use the reconstituted suspension within 60 days

Keep out of reach of children

16. Manufactured in India by:
CONCORD BIOTECHLIMITED
297-298/2P, Valthera,Ta..Dholka,

Dist.: Ahmedabad- 382225, Gujarat.

Wi !

Mfg.Lic.No.: G/25/2148

Secondary increases in plasma MPA concentrations are usually observed at app y 6-12 hours post-dose, twith  VP00346-00

enterohepatic recirculation. Areduction of approximately 40% in the AUC of MPAis with ini ion of i g

(4 gti.d.), consistent with.ir pti f el pal i " 1 ¢

Atclinically relevant concentrations, MPAis 97% bound to plasma albumin. 5 i o S £0h <

11.2.3 Metabolism 3 i s %1 > (P et Blrv & Y S iRt palin: oy

MPA is conjugated primarily by glucuronyl transferase(isoform UGT1A9) lo form the Tnaclive phenolic glucuronide of MPA(MPAG). In~ E -

vivo. MPAG is converted back to free MPA via enterohepatic recirculation. Aminor acylglucuronide (AcMPAG) is also formed. AGMPAG
is pharmacologically active and is suspected to be responsible for some of MMF's side effects (diarrhoea, leucopenia). N\
11.2.4 Elimination , &
Oral admini of ycophenolate mofetil resulted in complete recovery of the administered dose, with 93% of the
dose recovered in the urine and 6% recovered in the feces. Most (about 87%) of a dose is excreted in the urine as MPAG. A negligible
amount of drug (<1% of dose) is excreted as MPAn the urine. <a X

At clinically encountered concentrations, MPA and MPAG are not removed by hemodialysis. However, at high MPAG concentrations
(>100 pg/mL), small amounts of MPAG are removed. By interfering with enterohepatic circulation of the drug, bile acid sequestrants,
such as cholestyramine, reduce MPA AUC,

——r—, ’
MPA's disposition depends on several transporters. Organic anion-transporting polypeptides (OATPs) and multidrug resistance-
associated protein 2 (MRP2) are involved in MPA's disposition; OATP isoforms, MRP2 and breast cancer resistance protein (BCRP)
are transporters d with the glus * biliary Multidrug protein1 (MDR1) is also able to transport
MPA., but its contribution seems to be confined to the absorption process. in the kidney MPA and its metabolites potently interact with
renal organic anion transporters.

11.2.5 Pharmacokinetics in Special Populations

Patients with severe renal impairment ) )

In a single-dose study (6 subjects per group), mean plasma MPAAUCs observed after oral dosing in subjects with severe chronic renal
impairment (glomerular filtration rate <25 mLmin/1.73 m’) were 28-75% higher than thpse observed in normal healthy subjects or
subjects with Tesser degrees of renal Impairment. However, the mear single-doce MPAG AUC was 3- to 6-fold higher in subjects with
severe renal impairment than in subjects with mild renal impairment and normal healthy subjects, consistent with the known renal
elimination of MPAG )

Multiple dosing of mycophenolate mofetilin patients with severe chronic renal impairment has not been studied.

tients with delayed renal graft function post-transplant
Eapauems with d);layed renal graft function post-ransplant, mean MPA AUC,,, was comparable to that seen in post-transplant

patients without delayed renal graft function. There may be a transient increase in the free-fraction and concentration of plasma MPAIn
patients with delayed renal graft function. Dose adjustment of mycophenolate mo‘elll does not appear lo be necessary.
Mean plasma MPAG AUC, ,, was 2-to 3-fold higher than in post-transplant patients without delayed renal graft function.
In patients with primary non-functioning graft following renal transplantation, plasma concentrations of MPAG accumulated;
accumulation of MPA, if any, was much smaller.
Patients with hepatic impalrment

nd MPAG were

Overall, the pharmacokinetics of MPA a d by hepatic disease in with
alcoholic cirrhosis dosed with oral MMF. Effects of hepatic disease on these processes probably depend on the particular disease
Hepatic disease with predominantly biliary damage, such as primary biliary clrrhosis, may show a different effect

Children (aged < 18 years):
F { pi ters were evaluated In 55 p; renal
600 mg/m* mycophenolate mofetil orally twice daily (up to a maximum of 19 tWice daily). This dose achieved MPA AUC values similar
to those seen In adult renal pl patients g late mofelil at a dose of 1 g twice dally in the early and late
postiransplant period. MPA AUC values across age groups were similar inthe early and late post transplant period

(ati e lunt

lant patients (ranging from 1 year 0 18 years of age) given

11.3 Preclinical Safety

The hematopoletic and lymphold systems were
mofetil in the rat, mouse, dog and monkey. These effects occurred at systel
clinical exposure at the recommended dose of 2 g/day for renal p effects were observed in the dog
at systemic exposure levels equivalent to or less than the clinical atthe ded doses. Ga: and renal
effects consistent with dehydration were also observed In the monkey at the highest dose (systemic exposure levels equivalent to or
greater than clinical exposure). The non-clinical toxicity profile of mycophenolate mofetil appears to be consistent with adverse events
observed in human clinical trials which now provide safety data of more relevance to the patient population

the primary organs affected In toxicolugy studles conducted with mycophenolate
mic exposure levels that are equivalent to or less than the
Il P

11.3.1Impairment of Fertility
Mycophenolate mofetil had no effect on fertility of male rats at oral doses up to 20 mg/kg/day. The s
represents 2 to 3 times the clinical exposure at the recommended clinical dose of 2 g/day in renal transplant pal
ihe clinical exposure at the recommended clinical dose of 3 g/day in cardiac transplant patients. In a female ! iy
sludy concluded: |n rals, oral doses of 45 mg/kg/day calsed malformations (including anophthaimia. ORERTIC, L
Phaly)in the first g lon offspring in the absence of maternal toxicty, The systemic exPosure lant patients and
approximately 0. ymes the clinical exposure at the recommended clinical dose of 2 g/day for rena! transP ,‘; Nocl
approximately 0.3 {jygs the clinical exposure at the recommended clinical d0Se of 3 giday for cardiac ransplant patents. No effects on
fertity of reproductyy, parameters were evident Inthe dams or in the subseauent generation.

stemic exposure al this dose
" tients and 1.3 — 2times
ertility and reproduction

132 Teratogeniy,
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