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4.3 Contraindications

+ CellCept should not be given to women of childbearing potential who
are not using highly effective contraception (see section 4.6).

« CellCept treatment should not be initiated in women of child bearing
potential without providing a pregnancy test result to rule out
unintended use in pregnancy (see section 4.6).

« CellCept should not be used in pregnancy unless there is no suitable
alternative treatment to prevent transplant rejection (see section 4.6).

+ CellCept should not be given to women who are breastfeeding (see

section 4.6).

WARNING: EMBRYOFETAL TOXICITY, MALIGNANCIES AND
SERIOUS INFECTIONS
Use during pregnancy is associated with increased risks of first trimester
pregnancy loss and congenital malformations. Females of reproductive
potential (FRP) must be counseled regarding pregnancy prevention and
planning (see WARNINGS and PRECAUTIONS).

4.4 Special warnings and precautions for use

Teratogenic effects

Mycophenolate is a powerful human teratogen. Spontaneous abortion
(rate of 45-49%) and congenital malformations (estimated rate of 23-
27%) have been reported following MMF exposure during pregnancy.
Therefore CellCept is contraindicated in pregnancy unless there are no
suitable alternative treatments to prevent transplant rejection. Female and
male patients of reproductive potential should be made aware of the risks
and follow the recommendations provided in section 4.6. (e.g.
contraceptive methods, pregnancy testing) prior to, during, and after

therapy with CellCept. Physicians should ensure that women and men
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WARNINGS
(see boxed WARNING)
Embryofetal Toxicity
Mycophenolate mofetil (MMF) can cause fetal harm when
administered to a pregnant female. Use of MMF during pregnancy is
associated with an increased risk of first trimester pregnancy loss and
an increased risk of congenital malformations, especially external ear
and other facial abnormalities including cleft lip and palate, and
anomalies of the distal limbs, heart, esophagus, kidney and nervous
system (see PRECAUTIONS: Pregnancy).
Pregnancy Exposure Prevention and Planning
Females of reproductive potential must be made aware of the increased
risk of first trimester pregnancy loss and congenital malformations and
must be counseled regarding pregnancy prevention and planning. For
recommended pregnancy testing and contraception methods (see

PRECAUTIONS: Pregnancy Exposure Prevention and Planning).

taking mycophenolate understand the risk of harm to the baby, the need
for effective contraception, and the need to immediately consult their

physician if there is a possibility of pregnancy.

Contraception (see section 4.6)

Because of the genotoxic and teratogenic potential of CellCept, women
with childbearing potential should use two reliable forms of contraception
simultaneously before starting CellCept therapy, during therapy, and for
six weeks after stopping the therapy; unless abstinence is the chosen

method of contraception (see section 4.5).

Sexually active men are recommended to use condoms during treatment
and for at least 90 days after cessation of treatment. Condom use applies

for both reproductively competent and vasectomized men, because the
risks associated with the transfer of seminal fluid also apply to men who
have had a vasectomy. In addition, female partners of male patients
treated with CellCept are recommended to use highly effective
contraception during treatment and for a total of 90 days after the last dose
of CellCept.

Educational materials

In order to assist patients in avoiding foetal exposure to mycophenolate
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and to provide additional important safety information, the Marketing
Authorisation holder will provide educational materials to healthcare
professionals. The educational materials will reinforce the warnings about
the teratogenicity of mycophenolate, provide advice on contraception
before therapy is started and guidance on the need for pregnancy testing.
Full patient information about the teratogenic risk and the pregnancy
prevention measures should be given by the physician to women of

childbearing potential and, as appropriate, to male patients.

PRECAUTIONS

Pregnancy Exposure Prevention and Planning
Females of reproductive potential must be made aware of the increased
risk of first trimester pregnancy loss and congenital malformations and
must be counseled regarding pregnancy prevention and planning.
Females of reproductive potential include girls who have entered puberty
and all women who have a uterus and have not passed through
menopause. Menopause is the permanent end of menstruation and
fertility. Menopause should be clinically confirmed by a patient’s
healthcare practitioner. Some commonly used diagnostic criteria include
1) 12 months of spontaneous amenorrhea (not amenorrhea induced by a
medical condition or medical therapy) or 2) postsurgical from a bilateral

oophorectomy.

4.6 Pregnancy and lactation

Contraception in males and females

CellCept is contraindicated in women of childbearing potential who are not

using highly effective contraception.

Because of the genotoxic and teratogenic potential of CellCept, women
with childbearing potential should use two reliable forms of contraception
simultaneously before starting CellCept therapy, during therapy, and for
six weeks after stopping the therapy; unless abstinence is the chosen

method of contraception (see section 4.5).

Sexually active men are recommended to use condoms during treatment

and for at least 90 days after cessation of treatment. Condom use applies

10
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Pregnancy Testing
To prevent unplanned exposure during pregnancy, females of
reproductive potential should have a serum or urine pregnancy test with
a sensitivity of at least 25 mlU/mL immediately before starting CellCept.
Another pregnancy test with the same sensitivity should be done 8 to 10
days later. Repeat pregnancy tests should be performed during routine
follow-up visits. Results of all pregnancy tests should be discussed with

the patient.

In the event of a positive pregnancy test, females should be counseled
with regard to whether the maternal benefits of mycophenolate treatment

may outweigh the risks to the fetus in certain situations.

Contraception
Females of reproductive potential taking CellCept must receive
contraceptive counseling and use acceptable contraception (see Table 8
for acceptable contraception methods). Patients must use acceptable birth
control during entire CellCept therapy, and for 6 weeks after stopping
CellCept, unless the patient chooses abstinence (she chooses to avoid
heterosexual intercourse completely).

Patients should be aware that CellCept reduces blood levels of the hormones

in the oral contraceptive pill and could theoretically reduce its effectiveness

for both reproductively competent and vasectomized men, because the
risks associated with the transfer of seminal fluid also apply to men who
have had a vasectomy. In addition, female partners of male patients treated
with CellCept are recommended to use highly effective contraception

during treatment and for a total of 90 days after the last dose of CellCept.

Pregnancy
CellCept is contraindicated during pregnancy unless there is no suitable

alternative treatment to prevent transplant rejection. Treatment should not
be initiated without providing a negative pregnancy test result to rule out

unintended use in pregnancy.

Female and male patients of reproductive potential must be made aware of
the increased risk of pregnancy loss and congenital malformations at the
beginning of the treatment and must be counseled regarding pregnancy

prevention and planning.

Before starting CellCept treatment, women of child bearing potential
should have a pregnancy test in order to exclude unintended exposure of
the embryo to mycophenolate. Two serum or urine pregnancy tests with a
sensitivity of at least 25 mlU/mL are recommended; the second test should

be performed 8 — 10 days after the first one and immediately before starting

11
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(see PRECAUTIONS: Information for Patients and PRECAUTIONS: Drug

Interactions: Oral Contraceptives).

Table 8 Acceptable Contraception Methods for Females of Reproductive

Potential

Pick from the following birth control options:

Option 1
Methods to Use Alone

* Intrauterine devices (IUDs)
* Tubal sterilization

« Patient’s partner had a vasectomy

mycophenolate mofetil.

Pregnancy tests should be repeated as clinically required (e.g. after any gap
in contraception is reported). Results of all pregnancy tests should be
discussed with the patient. Patients should be instructed to consult their

physician immediately should pregnancy occur.

Mycophenolate is a powerful human teratogen, with an increased risk of
spontaneous abortions and congenital malformations in case of exposure

during pregnancy;

OR - Spontaneous abortions have been reported in 45 to 49% of pregnant
Option 2 Hormone Barrier Methods women exposed to mycophenolate mofetil, compared to a reported rate
Methods choose 1 of between 12 and 33% in solid organ transplant patients treated with
choose 1 immunosuppressants other than mycophenolate mofetil.
Choose  One | Estrogen and | AND «  Diaphragm - Based on literature reports, malformations occurred in 23 to 27% of live
Hormone Progesterone with spermicide births in women exposed to mycophenolate mofetil during pregnancy
Method AND | o Oral « Cervical cap (compared to 2 to 3 % of live births in the overall population and
One Barrier | Contraceptive with spermicide approximately 4 to 5% of live births in solid organ transplant recipients
Method Pill « Contraceptive treated with immunosuppressants other than mycophenolate mofetil).
¢ Transdermal sponge Congenital malformations, including reports of multiple malformations,
patch « Male condom have been observed post- marketing in children of patients exposed to
« Vaginal ring . Female CellCept in combination with other immunosuppressants during
Progesterone- condom pregnancy. The following malformations were most frequently reported:
12
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only
« Injection
 Implant
OR
Option 3 Barrier Methods Barrier Methods
choose 1 choose 1
Choose One | »  Diaphragm | AND « Male condom
Barrier Method | with spermicide . Female
from each | » Cervical cap condom
column  (must | with spermicide
choose two | « Contraceptive
methods) sponge

Pregnancy Planning

For patients who are considering pregnancy, consider alternative
immunosuppressants with less potential for embryofetal toxicity. Risks
and benefits of CellCept should be discussed with the patient.

Information for Patients
See Medication Guide
 Inform females of reproductive potential that use of CellCept during

- Abnormalities of the ear

In addition there have been

(e.g. abnormally formed or absent

external/middle ear), external auditory canal atresia;

- Congenital heart disease such as atrial and ventricular septal defects;

- Facial malformations such as cleft lip, cleft palate, micrognathia and

hypertelorism of the orbits;

- Abnormalities of the eye (e.g. coloboma);

- Malformations of the fingers (e.g. polydactyly, syndactyly);

- Tracheo-Oesophageal malformations (e.g. oesophageal atresia);
- Nervous system malformations such as spina bifida;

- Renal abnormalities.

isolated reports of the following

malformations:

- Microphthalmia;

- congenital choroid plexus cyst;
- septum pellucidum agenesis;

- olfactory nerve agenesis.

Studies in animals have shown reproductive toxicity (see section 5.3).

Breast-feeding
Mycophenolate mofetil has been shown to be excreted in the milk of

13
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pregnancy is associated with an increased risk of first trimester pregnancy
loss and an increased risk of congenital malformations, and advise them
as to the appropriate steps to manage these risks, including that they must
use acceptable contraception (see WARNINGS: Embryofetal Toxicity,
PRECAUTIONS: Pregnancy Exposure Prevention and Planning).

» Discuss pregnancy testing, pregnancy prevention and planning with
females of reproductive potential. In the event of a positive pregnancy
test, females should be counseled with regard to whether the maternal
benefits of mycophenolate treatment may outweigh the risks to the fetus
in certain situations.

 Females of reproductive potential must use acceptable birth control during
entire CellCept therapy and for 6 weeks after stopping CellCept, unless
the patient chooses to avoid heterosexual intercourse completely
(abstinence) (see PRECAUTIONS: Pregnancy Exposure Prevention and
Planning, Table 8).

« For patients who are considering pregnancy, discuss appropriate alternative
immunosuppressants with less potential for embryofetal toxicity. Risks
and benefits of CellCept should be discussed with the patient.

* Advise patients that they should not breastfeed during CellCept therapy.

Pregnancy
Pregnancy Category D. See WARNINGS section.

lactating rats. It is not known whether this substance is excreted in human
milk. Because of the potential for serious adverse reactions to
mycophenolate mofetil in breast-fed infants, CellCept is contraindicated in

nursing mothers (see section 4.3).

14
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Use of MMF during pregnancy is associated with an increased risk of first
trimester pregnancy loss and an increased risk of congenital
malformations, especially external ear and other facial abnormalities
including cleft lip and palate, and anomalies of the distal limbs, heart,
esophagus, kidney, and nervous system. In animal studies, congenital
malformations and pregnancy loss occurred when pregnant rats and
rabbits received mycophenolic acid at dose multiples similar to and less
than clinical doses. If this drug is used during pregnancy, or if the patient
becomes pregnant while taking this drug, the patient should be apprised

of the potential hazard to the fetus.

Risks and benefits of CellCept should be discussed with the patient. When
appropriate, consider alternative immunosuppressants with less potential
for embryofetal toxicity. In certain situations, the patient and her
healthcare practitioner may decide that the maternal benefits outweigh the
risks to the fetus. For those females using CellCept at any time during
pregnancy and those becoming pregnant within 6 weeks of discontinuing
therapy, the healthcare practitioner should report the pregnancy to the
Mycophenolate Pregnancy Registry (1-800-617-8191). The healthcare
practitioner should strongly encourage the patient to enroll in the

pregnancy registry. The information provided to the registry will help the

157 29

15




KEWATSCE (2015 45 7 HESGETHR)

RN AT SCE (2016 4 1 EGTHR)

healthcare community better understand the effects of mycophenolate in
pregnancy.

In the National Transplantation Pregnancy Registry (NTPR), there were
data on 33 MMF-exposed pregnancies in 24 transplant patients; there
were 15 spontaneous abortions (45%) and 18 live-born infants. Four of
these 18 infants had structural malformations (22%). In postmarketing
data (collected 1995-2007) on 77 females exposed to systemic MMF
during pregnancy, 25 had spontaneous abortions and 14 had a malformed
infant or fetus. Six of 14 malformed offspring had ear abnormalities.
Because these postmarketing data are reported voluntarily, it is not always
possible to reliably estimate the frequency of particular adverse
outcomes. These malformations are similar to findings in animal
reproductive toxicology studies. For comparison, the background rate for
congenital anomalies in the United States is about 3%, and NTPR data
show a rate of 4-5% among babies born to organ transplant patients using

other immunosuppressive drugs.

Nursing Mothers

Studies in rats treated with mycophenolate mofetil have shown
mycophenolic acid to be excreted in milk. It is not known whether this
drug is excreted in human milk. Because many drugs are excreted in

human milk, and because of the potential for serious adverse reactions in
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nursing infants from mycophenolate mofetil, a decision should be made
whether to discontinue nursing or to discontinue the drug, taking into

account the importance of the drug to the mother.

ADVERSE REACTIONS

Postmarketing Experience

Congenital Disorders: Embryofetal Toxicity: Congenital malformations,
including ear, facial, cardiac and nervous system malformations and an
increased incidence of first trimester pregnancy loss have been reported
following exposure to mycophenolate mofetil during pregnancy (see
PRECAUTIONS: Pregnancy).

4.8 Undesirable effects
Pregnancy, puerperium and perinatal conditions
Cases of spontaneous abortions have been reported in patients exposed to

mycophenolate mofetil, mainly in the first trimester, see section 4.6.

Pregnancy

In animal reproductive toxicology studies, there were increased rates of
fetal resorptions and malformations in the absence of maternal toxicity.
Female rats and rabbits received mycophenolate mofetil (MMF) doses
equivalent to 0.02 to 0.9 times the recommended human dose for renal
and cardiac transplant patients, based on body surface area conversions.
In rat offspring, malformations included anophthalmia, agnathia, and
hydrocephaly. In rabbit offspring, malformations included ectopia cordis,

ectopic kidneys, diaphragmatic hernia, and umbilical hernia.

5.3 Preclinical safety data

Two genotoxicity assays (in vitro mouse lymphoma assay and in vivo
mouse bone marrow

micronucleus test) showed a potential of mycophenolate mofetil to cause
chromosomal aberrations.

These effects can be related to the pharmacodynamic mode of action, i.e.
inhibition of nucleotide synthesis in sensitive cells. Other in vitro tests for

detection of gene mutation did not demonstrate genotoxic activity.

Mycophenolate mofetil had no effect on fertility of male rats at oral doses
up to 20 mg/kg/day. The systemic exposure at this dose represents 2 — 3

times the clinical exposure at the recommended clinical dose of 2 g/day in

17
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renal transplant patients and 1.3 — 2 times the clinical exposure at the
recommended clinical dose of 3 g/day in cardiac transplant patients. In a
female fertility and reproduction study conducted in rats, oral doses of 4.5
mg/kg/day caused malformations (including anophthalmia, agnathia, and
hydrocephaly) in the first generation offspring in the absence of maternal
toxicity. The systemic exposure at this dose was approximately 0.5 times
the clinical exposure at the recommended clinical dose of 2 g/day for renal
transplant patients and approximately 0.3 times the clinical exposure at the
recommended clinical dose of 3 g/day for cardiac transplant patients. No
effects on fertility or reproductive parameters were evident in the dams or

in the subsequent generation.

In teratology studies in rats and rabbits, foetal resorptions and
malformations occurred in rats at 6 mg/kg/day (including anophthalmia,
agnathia, and hydrocephaly) and in rabbits at 90 mg/kg/day (including
cardiovascular and renal anomalies, such as ectopia cordis and ectopic
kidneys, and diaphragmatic and umbilical hernia), 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
approximately 0.3 times the clinical exposure at the recommended clinical

dose of 3 g/day for cardiac transplant patients (see section 4.6).
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Mm% B FEIM., RIL| ~< s 27 ) v | fEAR M ERRE N -
ERIGINGE ., BRI, | MEREA . R |
Ju by R | ER R
EE, hary RT3 | AErOL s
AT VRFRIER ., 5| WA, R ER
N Byahn, A
BB
HMEEs | A TEEM, WA | T (13.4%), | TN 5, R,
e, RN, B, | MEdE . kL | 2 L, WA
Fg, TN, B | S, SR | b4 R, BT
i e R, 739 — | EE
Y LA, JEER
AN 2SN
B
& W RIRIT I, R Lo (M -
HER | B, MR, BAEEE, ), OF v,
W, FEEE, = W, )20 A
a—aNY - BER R, A%, #E.
NS BHEIGE, TR
Jisd AST(GOT). | LAPD L5
ALT(GPT),
y -GTP, LDH,
Al-P, YL Y
COLEH
BhE | MR, MR, RIEE | RERIEG: HR AL BB B %
FRPA BUN EA. 7V
IVPR, MR BE
REEE, 7L T7F
= kA
R | BRI R - | EIRBRILAE AGILEE | i
BE (L. @Ay am | (6.8%). Mg | #&EF A, 1M
JE. RMKE, &) v | BEROMNZ) [ ETLV T VK
BRILAE, TN Hha— | SAF LR, | T, 0BEfE ES
A EIRILE, 2 | KAV > 7L
VAT E =)V | i, A, K<
bR avyz | AT A E,
AT 7 =¥ | KEH KT, P,
a Cl, Na®f&F
g | HWMREE %, RE BB, e %
JEIE g . K 595 R, K
BiEE., BHRLE JETER 5
JiE
WEORES | WU R, Wl Mok, | 598 MHEE ¢ ) S e
S, FEL, Lol g5, WHEn
0. SRR, I
ISl
- TR, R AT . B
Ei& Jifi W
fEIRES | R MR, R BRI
JE. LR, TR,
PR B LI A R
@
R KGR e LR BEE =ha]
F96L, HRHI
H Hi, HE
A | B HFIRREE, 7 v

¥y R, HK
IR B REACT




pre— 1%Lk 1 9%k

ZOM | . EIEFEE, | REsuTY BRI,
FERE () voNZERE, | A (85%).| . R E S
FRiEklEx&d), | JE#., CRP| 1 7 1) v
AVINVEZ R | B AN, EIE,
JER, Wi, FH | A Fuy | RE, KE
i, NVZT AR | AV AR | . HEsE
W, A R | B
VAL AR, LR
=

#2) OB S B S S T Sz RITER

H3) BT L TR, 70, EEOHAIIE, KERDLDH
LEbNDIEND D,

H4) BRAMORGE - SIS0 M E TORBUFHEI1216.4% TH
i) f:o

5. EEEADRS

YL, WHALE RIS ORIERZS R o fEbE A ns 2 B

FNDHBHDOT, BEET5IAT v, LEIE L THES

DOFFEEITH) T Ly

6.111%. ER. RIBEADERE

(I SR L T A RO & 2 I A3 8 5- L 22w
C & RO Sz & PR L TARAIZ IR L
TBEHEIIBWT, HAREEUEREGEEAT 5 8%
HFE L72BI0s s SN CTwb, 720 T v b T, i,
PEEERGZE (6 mg/kg/ H) E05, 79 FC, BRERFE. W
RN O RER S (90 mg/kg/ H ) DTSN T W5,

CUTIEST 2RO H Aia ARG L w2 & 25 &
T, RO ETHG T AHE 1B OGN
falgthd Lals LM SN B A0 KESTH I L,
([EELIERWFEE] OES)

BHFFIFICIEG T ALAICIE, BilefirsE+s &,
(B EE (T v M) THIATF~DOBAIT (6 mg/kgHiH
B PHEINTWw D]

7/NREADEKRS

R BT B AR SO O] o R AR IR, B

FLIB RO 2 e R OVt § 2 LA L T

(RS V7)o [ESVCIrb Nz E% 3 7 A 518

WL T O/NEEE 1006 2 3R & L - FiRRERIZ B\ T

WL 7-EIEH O L OV, RACHS L2Ga L

HLL TW7225, TR, AIMmEREA, Buhe, B, &I

INBTOIHHRDT10% L ETH ) o /A (R 6 55 A0)

DI DN R TE A5 720]

R O WA TEFE R SIS O 16 f OV SR, R, il

TN, WERBAEIC BT B 4EHM SR O] | EH AT, #H

AL FUIR. SESUI/NEBITH§ 243 L T

W (BRI 7220 6

S.BERS

RENG W MALENT ClERE SN2 WAS, IV AFF3I7 (JH

TG AHD B G LD PR AR T 222 1IC k> TR B TE

5o

LERALEDEE

hTEI

EHIZAFEF . PTPUEDOHEFIIPTPY — M5 LT
RHT5L)98E L8, [PTPY — FOREKIZLY,
B AT EREE A L, ISR BT L CHERR
MEHEORERELEHIELHETLIILPRESATW
%]

BB A

(1) FR SR

DAKNBS LG T 5720, T3 TRE2 5
AL, ZE&F vy NATERTAIEDNLTE L\,
B2 R RSB ARFI D3 L 23 B R A LK T
Tzt Ly RIS L7 E 1R THlET 5 2 &

MH LR RN &

FEILRDOTINETITH) Z &,

Ofite L7 F TR MV AN/ TBREHTTIEC
7,

@OAALY) ¥ F—=TUmMLOKEIKE &Y IS,

GF )R- 7AEEUK O BRE L R M VIZRINL,
BLTH 1oL EBERRAT 5,

@F Y ORI Z R, fie LT 1o HEE L <
BHRAT %,

GF ¥ ANVKLIAY U bExy TERIL, KILT S
Ty —HRIMVOOZE LA, FYAIVRFLI RS
VEFX TR Lo VRO TR T A EITLD,
RIVTF T —HK bV OEY) 2 fr i 12 EE S
Fr v TDFXAINVRLIAY v MIKEESHRE S LA,

OFHRLOBBHEOEEIX, 3272/ -V £7=x
FIL kL T200mg/mL & 7% % (BB H ORI 175mL,
FREUTT g 72 BB O & 13160 ~ 165mLTH 5 ) o

(2)ZEFIZ RS | BB O SRBTLE BRI O RS L O

RS H T4 ARV =L L HIZR MV T ERNT S

ko T BRAGE. BREHEEYBREICTHSIHIT S

Zk,

(BBRAFE L EEEIRARICH T2 2 & fhHl L3R

ThnZ &,

WIREFE | HEGOBBHIL, 328 CERTRE

L. 3B 60EMMNICHT 5 2 &0 M7 SNz

MRIZDOFIIL, BRHET S &,

10.Z DEDEE

(DA H /IS 5 v~ DEER (40mg/kg/H % 7 H R,
Z D% 20mg/kg/ B 12 L CHEIZ 7 H GR35
THe G L B APUAAT O [ % B L 7245, $e 5
WERIZIE) N Y FER LI OREDNDH A2,

(2, FHL. A, HIlEkA (45mg/kg/ AL E) A5
HHEENTWAD,

(3T % F - B 1R 28R 2 S aBR, Rk 2 H v B (R 148
BRER, F v 4 =— AL A Y —JIE ML (CHO)
WL REOAREERA, ~ 7 21 ¥ 7+ — YTKRER
BT o i & I B /NG BRAYE N S v, Hlfe %
ETAHET, ¥vU A vy 7+ —<TKRABT/haono=
— DFEFE T O - B % H O B /NG ER TRt D& H A%
Boh, QERREFIEIED RO b,

(EmEpEE]

<BEAICHT BHREHE>

1.0
BRBBEEZICITT =V 7o F 0 ELTL E500~ 2,000
mg*% 1 H 2 MAEREIOHRG L-s &, &5-0G3EB BT A0
PEACE 2 2 7 =/ — Vi (MPA) O IMLSE i e & OS5 B g < 5
A=FIEUTFOEBYTHY, AUCICHEILBIEL RO BTz,

PAEAEI G- 3 3 B A2 3517 2 FIILAE T MPA 52

(pg/mL)

16 4 —— 500mg (n=9)

14 —O0— 1,000mg (n=5~6)
L 12 —&— 1,500mg (n=5~7)
’%% 10 4 —— 2,000mg (n=4)

84
I

6
4 4
2
0 T T T T T 1
0 2 4 6 8 10 12 (hr)
R
FARRE %S 3 H 2 B1) AMPAD I BHHE S5 A — %
ERaca AUCo-12 Cinax Cmin
(mg) (peg-hr/mL) (pg/mL) (pg/mL)
500(n=19) 18.4+3.16 4.74+2.36 0.56+0.23
1,000(n=15) 48.8+16.4 12.6+5.22 1.9540.99
1,500(n=5) 57.8+21.3 11.8+2.73 1.99+2.01
2,000(n=14) 80.6+16.7 19.3+5.17 2.61+0.91

SEMEESD, n; SEBIEL
ORFR S ML 118 1,000mg X3 1,500mg Td 5

257 29



2. BB D& ZE RS ER

SRTE F B GREFBLH)) & o 7L (LA & . 7 0 A — /N —
L) FNFNL12mLIE 1 H 7NV (3 a7 =Vl £7
= F)V & LT 250mg) % frHE R A M Ve S L R P S L s &
ZOMBEPIMPARIEZBEL., HoNEYEE T X =¥
(Cmaxy AUC 0-48h) (22 T0%EHE K 172312 TRERHENT % 47 - 724
B 10g(0.80) ~1og(1.25) DHFFAPIIC & V) . AT O LE 221 [/ 244
DR S N7z,

T O O 72 OV LN 145 5.4 OSP4 MPA R
(pg/mL)

16 A

14 4

—Oo— HEM
—e— N7t
12 4 PHIE+SD
10 A
8
6

M FFTMPAEE

4 4
24

04
0 2 4 6 8 10 12 (hr)

g

HIFBU ML AE P MPASEY B AE ST % — &
HENT =% BHEINT A—%

Cmax AUC -48n T max tip
(pg/mL) | (ug-hr/mL) (hr) (hr)
‘?}i%j’?:fi 9.35:+1.86 | 1554374 |0460-£0.138| 12.9+4.87
S92
17_;66)) 1094344 | 164+4.17 | 063940211 | 13.1+3.65

FEEESD, n; EBIEL
NRBBIERETOEYERE (3E)
INEERBRESE (2~178)IC3a 72 /= E7xFLELTI
[i] 300 ~ 600mg/m?> % 1 H 2 [ AR %5 L 720453 7 AH
2B M P OMPADREYFREXT A — &3, DFOLBH T
Hotre B, REEAWIM (127 7) 128 5 T4 5813 655.0
mg/m?/HTdh -7z,
SAERRHE5-3 1 H B2 515 AMPAD Y BHE X X — &

A fi 4 A T max Crmax AUCo. 12
(B0 (hr) (ng/mL) (peg-hr/mL)
<65%(3) 0.5+0.0 11.5+7.8 -
6%~ < 127 (5) 0.5+0.2 25.3410.4 -
127%~(7) 1.0+0.6 19.1+8.0 —
4% (15) - 20.94+10.2 46.7+19.0
<HEANICHBT BEHE(SE)>
1.MmAFRE

FEFERAL12BIICI a7 2/ — Vi E7 27 ) LTL,000mg % H
[IFRIIH% G- L 72 & & ol MPA O EWENE/ ST 2 — 5 IZLLT D
EBYTHoT,

3O HERE TOEYERES
ODBHEZIZI a7/ =V £7xF Ve LT1,500mg% 1
H 2 [\ ARG L 72 D 42 HMPADSEM BN E /N T 2 — 513
UToLBY)THotz,

s T max Cmax AUCyo.12
(hr) (/zg/mL) (p2g-hr/mL)
;2K 2.02+1.83 | 11.6+7.45 | 36.7+11.9
10H (n=17) (n=17) (n=16)
N AT N
N2 1.58+0.998 | 13.3+7.80 T
5HH (n=10) (n=10)
NRSEA ek 1.77+1.32 | 11.5%6.76 | 43.3%20.8
BRERTH (n=11) (n=11) (n=9)
NRYEA K 1.12+0.655 | 19.8+9.27 | 53.9420.0
67 (n=52) (n=54) (n=53)

EEEESD, n; B

4. fTigHERE COEYERE
IRt ICIa 72/~ 725V LT101,000mgl H
20 7 HEOERE G ZH &f&, 3372/ -V €7 =F
V& LT1,500mgx 1 H 2 [\l BAERE# S L 72RO M4 MPA D 3
WERE N T A= IIDUTOLEBY TH o7z,

sz Tnax Canax AUC- 12
(hr) (pg/mL) (peg-hr/mL)
AEE5A 11340430 | 132+664 | 31.0+143
(n=21)
B 5 ik 10740600 | 293+17.2 | 60.6:£184
67 J1# (n=14)

SFHMEESD, n; FEBIEL

5.ZAKEE
MPAD ML AE & i A361E . 0.3~ 200 p g/mL O i EE§PH Tl 97 ~
8% THN., ZDIBLRBUAILTE TV T IV ~NDIEETH 72,
(in vitro 3\Ex)

61X - Bt
a2/ =V T T VIIERGHERPICE D OHALE R
M, FEls, MR CMPA L IREWAE e Fof o 2TV EL 7 4+ Y
¥ (HEM) IZHK M # S5 . MPARTSEDACHIZ DWW TIE, (5
BANABICHC-3 3T /) — IV ET7TFNVE 1,000 mg H.[]#%
%5 L7z & &, %5572 F TS0 % 2RIz, #5 %)
FPCHEE S NIz, 209 BIRTHEIY D95 % I EMPAD 7 v 7
O AR (MPAG) Td > 720 HEMHIEDICHIE, #5%
24WEH F TSR 92.1 %28 R ICHEIE S v, FACHY & L CIZHEM
DEFRACTICEF I ANV EF L AFVELT 5V Tholz,

7/NREBHEBRE TOEYENRE
NEEBAES CEHIIA~ISEUT)ICI a7/ —VElE £7x
FV (EEIE) £ LT 11 600mg/m?®% 1 H 2 [0l JUEFEIT#% G- L7z
B IMLE P MPADEWBEE/ T X = I TDOEBY) Th- 7z,
SN 2B 1T AMPAD T AUC-121d, 3272/ — VR
ET7 TNV (HTEN)ELTLN1,000mgZ 1 H 2 bl SKAERE %5
L 72 NE R O & AR T d - 726

Tmax Crmax ti AUCq.

(hr) (pg/mL) (hr) (p2g-hr/mL)

MPA [0.7264+0.443| 24.0£11.9 | 15.8+8.40 | 57.9£16.4
FHE+SD

2.EBMEEETRE COEYEE"
BEHERN, SRR TREROENEEICIa 72/ -V £
7 xF Ve LT1,000mg & HIFEOES L 72 & & DM MPAD
FWEHE T A= IZDUTDOEB) TH- 72,

GFR T max Cmax AUCo-9
(mL/min/1.73 m?) (hr) (pg/mL) (peg-hr/mL)
>80(n=16) 0.8+0.3 25.3+8.0 | 45.0+22.6
50-80(n=16) 0.8+0.3 26.0+3.8 | 59.9+12.9
25-49(n=16) 0.8+0.3 19.0+£13.2 | 52.9£25.5
<25(n=6) 1.0£0.4 16.3+10.8 | 78.6£46.4

FENTEAE G (n=16) 0.8+0.3 16.1+7.3 | 76.9+25.4

B G5 1%EH (n=6) 2.3+3.8 7.1+2.8 | 60.5+38.1

pillbee AE WG T max Cmax AUCo-12

B (80 (hr) (ug/mL)* | (sg-hr/mL)*

3HH~<2#(6)" | 3.03+4.70 | 10.3+5.80 | 22.5+6.66

” 3HH~<63(17) | 1.63+£2.85 | 13.247.16 | 27.4+9.54

B | o 12816 | 09400546 | 13.146.30 | 33.2+12.1

7HH .

127%~187%(21) | 1.16+0.830 | 11.7+10.7 | 26.3+9.14¢

&3 (54) 1.24+1.70 | 12.6+8.37 | 28.7+10.5

37 A~<25%(4)"]0.72540.276 | 23.8+13.4 | 47.4+14.7

| 37 H~<6#%(15)(0.989+0.511 | 22.7+10.1 | 49.7+18.2
BAilits ) )

A 6~ <12/%(14) [ 1.2140.532 | 27.8+14.3 | 61.9+19.6

127~ 1875 (17) 0.978+0.484 | 17.9+9.57 | 53.6-:20.3¢

4% (46) | 1.05+0.507 | 22.5+11.8 | 54.9+19.6°

37 H~<28%(4)" [0.604+0.208| 25.64.25 | 55.8+11.6

» 3HH~<6/%(12) |0.869+0.479| 30.449.16 | 61.0+10.7

B g <12 01) | 11240462 | 20.2+12.6 | 66.84+21.2
91 HH

128 ~18%(14) | 1.09+0.518 | 18.1+7.29 | 56.7+14.0

4% (37) 1.03+0.488 | 25.4+11.1 | 61.1+15.7

SEEIiE+SD, n ; EBIEL
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*600mgmPHEICHIE L7z, " S A~<6i% L EH S5, n=20, ‘n=16,
‘n=45



(%) BEROFER
1) B as R
“c-3a7x/—)

IR S 7z,
2) Ft AT
uCc-3a7x /=)

(ERPRRR#E]

[ E7 =TV 5me/kg BREIHEG LT
v b OIG % 1R T CICHRES W2 T2 ORET v M2
RO G- Lz e 2A 0 gk S 72U ae D9 85 % A3

fig €7 xF)6mg/kgxiZILT v MICHN
IR E- L7282 A, 55424850 £ TSIt AuC
IS RED AUCD 19% Tl > 720 F 72, FLIFHICIZRE
{LARIEERD 5 N EACH L MPA L' MPAG TdH - 72,

1 BB EROHBMEERICDEE
1) BEERNCH T BHHE

BB RO MG THE RSB 416112 LT,

a7z /—)

i E7xFNELTLHIL,500mg#% 1 H 2 01280855

L7z & BB e Ba) L 2ENERHERIC W T, AR

APl GAEBI 26 B O R E I LT O & B ) Th - 72,
AV AR SUS I § B IGRAR REIE (%)

E- )| H P RA R W) i
12(46.2) | 6(23.1) | 3(11.5) 5(19.2) "
18(69.2) 8 (30.8)
A UG TZE (%)
7 L HED
22(84.6) 4 (15.4)
B A5 SRR (%)
O HeREBEAG
23(88.5) 3 (11.5)
2)SHEANIC BT BHEHE(B3E)

B R O FEA MEIEAR RGBS 7T LT

a7z /—)

B ®7=xF0ELTI1A1,500mg% 1 H 2 [ 8 HEFEH%S
L7 L EDWERAR EARE L7oKREC O T/ AR BRI &
belz, HG oI 7 L7 F = EA5.0mg/dLEL E#EE 5.0
mg/dLAHE O 2 BECREBUFNT L 7oA 0, se 2 BRI EII LT

DEBYTHo7z,

PG RIGRTLTE 7 L 7 F = SIS & BIEER JEGIE (%)
=5.0mg/dL <5.0mg/dL At
7/13(53.8) 45/64(70.3) 52/77(67.5)

2. BHBHEIC BT B IR COHINH]

1 BRA®

BRAAEOBHFELI6HIIH LT, 7B RAK) Y RUTATEA
FOEHFIZ3a 7=/ =V £7=F)LELTLIE1,000mg X
131,500mg# 1 H 2 [l 24 B BIFE 45 L7z & & O3S
R AR L T EE RGBT, AR R S
BI25BIDBAEE T O L BY TH o7z,

SV BSOS O FEBIEE SEBIEL (%)
1 [l 5= SR SUC O FEBIBIEL (%) ER Rk
1,000mg 22 (34.9) 63
1,500mg 17 (27.4) 62
AAEER REBI%E (%)
1 4% 55 A (%)
1,000mg 63 (100)
1,500mg 61(98.4)
MR A& B (%)
1 [l 55 HEAE B (%)
1,000 mg 62 (98.4)
1,500 mg 58 (93.5)

2)INRY (BE)
NEE R 2551 (2 ~ 175%) \OK L <. o sl &
DOPEFTTIa 7=/ =LV E7=xF)be LT1H 300~ 600
mg/m?% 1 H 2 [#EI% S L7z & SOIEMEROCHIHIRE % it L
7HRRARERIC BT, BRI 6 H AR S5 BIZEI£24.0%
(6/25%1) ., BERAiF: 1 FOEFRROAEZFIZNTNE100.0%
(25/25%1) TH - 720
3.DFHEIC B 1 BIEHE RIS D
EYLCIT b DB iR B 578 B & 3 & L 72 —E M b
IZBWC, Y7 AR Y ROATOA FFHTCIa7z /-
s €7 =xF)V(MMF; 18] 1,500mg% 1 H 2 BEOH#ES) 50
37 HF 47 2 (AZA ; 1.5~ 3.0mg/ke/H OFEH%G) 2 3% 5-L 72
LEDAMMECHET AREEILTOLEBY TH - 72 (FHEIAICBT
% ) o
HRIPEC RIS % Bk

S MMF# AZATE
Bl n=289 n=289
BHith 6 7 AMICHBT A LIMATEIRELC
R o RSO O FEIIE BB | 92(31.8) | 100(34.6)
XIS E &) (%)
BhitE 1 AEINICE T T B L 72
1 (%) 18(6.2) | 33(11.4)

4. FFHHEIC & 1T B IEIE RS D -
[EFF T b7 FF R B 565 1 & x4 & L 7z B B incAbR
IZBWT, Y27 ARY Y ROATFEA FEHTTII 7/~
B E7xF)V(MMF; 1 1,500mg% 1 H 2 F#EI1#%5) & 5
Z7HFFF 7)) v (AZA 5 1.0~2.0mg/kg/H O E) 2455 L
L EOAMEICET ZEBILTOEB ) ThHho - (WHEAICE
VT % HiE) o

AHRE RIS B B

. MMEH AZARE

AR

FiliRH n=278 n=287
Atk 6 7 BICERIC XY iR S,
TG & ST 7R POG O FE B (BB | 106(38.1) | 137(47.7)
NEFRAE &) (%)
Rhlite 1AE AP AE T SIS TR HE L 72
1% (%) 39(14.0) | 42(14.6)

5. AHEHE(C 35 (T B HEHE RIS DI
FESHZ B TR S (2 BT 2 EHE RS O EIHIRN R 0 A5F20
S5NTw 5 FHEAIZ BT 2 Bt o

6.FETEHE(C 35 (T B HEHE RIS DI
IS B TRl (R AE) 85 12 B A HEAE BUE O Hii]
WA AR BTV B (PHEL IS BI 2 15656) o

eSS

1ERRRE
a7/ — Vil ET7 2 FMIE, BRI THER 2 MPA LIk
SRS ILA . MPALE, de novos. salvagesh 2 2D 7Y v AR
DN, de novotE DHERFERTH AL A )V VE/ KA T =4 b
Wik Rl F 2 ABAT . A DHERNICHET 2 2 L2k,
GTP, 74 % ¥ GTP zAliie & ¥, DNAGHEMHT 2, T, BY >~
INERMAE IR AR % 3 & L Tde novo RIAKAE T 5 D12t LT,
IR DI OMIE L de novo . salvage iR IZAKAE L TW 5, MPAIL
salvage RIFE R ITITEE L 27z, FEHAGI2 ) 3Bkl o B i
2 AR (I UL g BRI I S E 5 2 FERE SIS DI BA 2 % 3
EBY 5,
2. R EEIEERA
1)in vitro 38&*
) CSERGRMIBIR OB, ~ 4 PP VHIE L 7 bR
MY > 7SR OB 1) > /SERO B L Pk EE AL, dEONIce b
U UONEROEAY) Y ONERBUS R BRI L7z — . & Ml
HESFRIAG . BT P R A O B Bl B T b o 72,
2)in vivo SB&? =
<~ ARG EMET ) ¥ SEROFEIE], BEY T ARTT v
R DU PE A Mg 7 v S DIl BRI RE A B
R, BAE~ Y 2D 25, BB ODNAG B ORI EIH] 2 7R
L7
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3B HEREIHIER Y
Y ORMEREAEIZ B\ T, ETE VA SOS O 2 50 72
(A X BW 7 MO - Ao T7o, BEHEROCZMHI L,
MR DA - AAFEII 2 IR S, Al & OPF SIS XD 5
PRI & 5R L 7z (F XIS - I, 7 o DOE - AN, <
AREE) o S 512, T v MIREHRE TV COFEIRBIRSE. PIREHIGHE -
IR % i L 726

(BxhB 5 BT B E{EEAF R ]

—f§# I3 7/ =)V E7 xF )V (Mycophenolate Mofetil ) (JAN)

B & MMF

1E%4 @ 2-morpholinyl (E)-6- (1, 3-dihydro-4 -hydroxy - 6 -methoxy- 7 -
methyl - 3 - oxoisobenzofuran-5-yl ) -4 - methyl - 4 - hexenoate

BER OH CH;
(0]
= O\/\N ﬁ
o o K/O
OCH3
CHg3

SFR I C,H,NO,

SFE:433.49

M R ABOKBEEOB R TH L, NNV AFLVFRLVLT I FIZHE
FRd L, TERMZ MY VIZRRBETRT L, A¥ /=)L
IZRRHEITIZLL, =¥ /=1 (95) Ry ZF VT —F )
IZEI2C L, KIZIFEAEET W,

BRAREREE 1 94 ~ 98 °C (RuLfi B4R KT & A< AT D 7213 2.5 CLAN)

(8 &]

LIVt 7 kA7 E250 0 1004 7RV (PTP, /NT)
YVt 7 B ERS1.8% 1 110g (K hv)

(EEx]

Rk, M BAVNTE RS MRS ¢ 24, 36 (2011)
Figueroa J, et al. . Transplantation . 55, 1371 (1993)
mAGAK, il A T 32, 135(1997)

TEPER L BRI 2 B 2 3B EE (E)
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