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Tecfidera is indicated for the treatment of adult patients with Tecfidera is indicated for the treatment of adult patients 4.1 Therapeutic
relapsing remitting multiple sclerosis (please refer to section 5.1 with relapsing remitting multiple sclerosis indications
for important information on the populations for which efficacy
has been established).
Paediatric population Paediatric population 4.2  Posology and
method of

The safety and efficacy of Tecfidera in children and adolescents
aged 10 to 18 years have not been established. No data are
available. There is no relevant use of Tecfidera in children aged
less than 10 years 1 for the indication of relapsing remitting
multiple sclerosis.

The safety and efficacy of Tecfidera in children and
adolescents aged 10 to 18 years have not been established.
No data are available. There is no relevant use of Tecfidera
in children aged less than 10 years in multiple sclerosis.
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Hypersensitivity to the active substance or to any of the excipients | Hypersensitivity to the active substance or to any of the 4.3

listed in section 6.1. excipients listed in section 6.1.

Lymphopenia-(lymphocyte counts < 0.5 x10%/L) Lymphopenia (lymphocyte counts < 0.5 x 10%/L) Cor
ons

Blood/laboratory tests Blood/laboratory tests 4.4
wal

Fectidera-may-decrease-bymphocyte-counts-{see-section-4-8)- Tecfidera may decrease lymphocyte counts (see pre

section 4.8). Tecfidera has not been studied in patients with
pre-existing low lymphocyte counts and caution should be
exercised when treating these patients.

In clinical studies, 2% of patients experienced lymphocyte
counts <0.5 x 10%/L for at least six months. In these
patients, the majority of lymphocyte counts remained <0.5
x 10%/L with continued therapy.

Prior to initiating treatment with Tecfidera, a recent
complete blood count including lymphocytes should be
available. Assessments of complete blood counts including
lymphocytes are also recommended every 3 months of
treatment for the first 2 years and every 6 to 12 months
thereafter and as clinically indicated. If lymphocyte count
drops to < 0.5 x 10%/1, then therapy with Tecfidera should be
interrupted. Alternative causes of lymphopenia must be
ruled out. In case of severe and prolonged lymphopenia
there is a risk of an opportunistic infection (as e.g.
progressive multifocal leukoencephalopathy, PML) and in
such a case therapy must be discontinued (see
“contraindications”).




Changes in renal and hepatic laboratory tests have been seen in
clinical trials in subjects treated with Tecfidera (see section 4.8).
The clinical implications of these changes are unknown.
Assessments of renal function (e.g. creatinine, blood urea nitrogen
and urinalysis) and hepatic function (e.g. ALT and AST) are
recommended prior to treatment initiation, after 3 and 6 months of
treatment, every 6 to 12 months thereafter and as clinically
indicated.

Patients treated with Tecfidera may develop severe prolonged
lymphopenia (see section 4.8). Tecfidera has not been studied in
patients with pre-existing low lymphocyte counts and caution
should be exercised when treating these patients. Prior to initiating
treatment with Tecfidera, a current complete blood count,
including lymphocytes, must be performed. If lymphocyte count is
found to be below the normal range, thorough assessment of
possible causes should be completed prior to initiation of treatment
with Tecfidera.

Progressive multifocal leukoencephalopathy (PML) is an
opportunistic viral infection of the brain caused

by the JC virus (JCV) that typically only occurs in patients
who are immunocompromised, which may be fatal or resul
in severe disability. Physicians should be vigilant for
clinical symptoms or MRI findings that may be suggestive
of PML. At the first sign or symptom suggestive of PML,
withhold TECFIDERA and perform an appropriate
diagnostic evaluation.

Typical symptoms associated with PML are diverse,
progress over days to weeks, and include progressive
weakness on one side of the body or clumsiness of limbs,
disturbance of vision, and changes in thinking, memory,
and orientation leading to confusion and personality
changes.

Changes in renal and hepatic laboratory tests have been
seen in clinical trials in subjects treated with Tecfidera (see
section 4.8). The clinical implications of these changes are
unknown. Assessments of renal function (e.g. creatinine,
blood urea nitrogen and urinalysis) and hepatic function
(e.g. ALT and AST) are recommended prior to treatment
initiation, after 3 and 6 months of treatment, every 6 to

12 months thereafter and as clinically indicated.
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After starting therapy, complete blood counts, including lymphocytes,
must be performed every 3 months.

Consider interruption of Tecfidera in patients with lymphocyte
counts <0.5x10°%/L persisting for more than 6 months. The
benefit/risk balance of the therapy should be reconsidered in
discussion with the patient in the context of other therapeutic
options available. Clinical factors, evaluation of any laboratory
and imaging investigations could be included as part of this re-
consideration. If treatment is continued despite a persistent
lymphocyte count < 0.5x10%/L, enhanced vigilance is
recommended (see also subsection on PML). Lymphocyte counts
should be followed until recovery. Upon recovery and in the
absence of alternative treatment options, decisions about whether
or not to restart Tecfidera after treatment discontinuation should be
based on clinical judgement.

Assess the benefit/risk in patients with lymphocyte counts >0.5 x
10°%/L and <0.8 x 10%/L for more than six months.

MR imaging

Before initiating treatment with Tecfidera, a baseline MRI should
be available (usually within 3 months) as a reference. The need for
further MRI scanning should be considered in accordance with
national and local recommendations. MRI imaging may be
considered as part of increased vigilance in patients considered at
increased risk of PML. In case of clinical suspicion of PML, MRI
should be performed immediately for diagnostic purposes.




Progressive Multifocal Leukoencephalopathy (PML)

PML cases have occurred with Tecfidera and other products
containing fumarates in the setting of moderate to severe
prolonged lymphopenia. PML is an opportunistic infection caused
by John-Cunningham virus (JCV), which may be fatal or result in
severe disability. PML can only occur in the presence of a JCV
infection. If JCV testing is undertaken, it should be considered that
the influence of lymphopenia on the accuracy of anti-JCV
antibody test has not been studied in Tecfidera treated patients. It
should also be noted that a negative anti JCV antibody test (in the
presence of normal lymphocyte counts) does not preclude the
possibility of subsequent JCV infection.

At the first sign or symptom suggestive of PML, withhold
Tecfidera and perform appropriate diagnostic evaluations. The
symptoms of PML may be similar to an MS relapse. Typical
symptoms associated with PML are diverse, progress over days to
weeks, and include progressive weakness on one side of the body
or clumsiness of limbs, disturbance of vision, and changes in
thinking, memory, and orientation leading to confusion and
personality changes.

Prior treatment with immunosuppressive or immunomodulating
therapies

No studies have been performed evaluating the efficacy and safety
of Tecfidera when switching patients from other disease
modifying therapies to Tecfidera. The contribution of prior




immunosuppressive therapy to the development of PML in
Tecfidera treated patients is unknown. When switching patients
from another disease modifying therapy to Tecfidera, the half-life
and mode of action of the other therapy should be considered in
order to avoid an additive immune effect while at the same time,
reducing the risk of reactivation of MS.

A complete blood count is recommended prior to initiating
Tecfidera and regularly during treatment (see Blood/laboratory
tests above).

Tecfidera can generally be started immediately after
discontinuation of interferon or glatiramer acetate.

Infections

In phase 111 placebo-controlled studies, the incidence of infections
(60% vs 58%) and serious infections (2% vs 2%) was similar in
patients treated with Tecfidera or placebo, respectively. There was
no increased incidence of serious infections observed in patients
with lymphocyte counts <0.8x10°%L or <0.5x10°%L. During
treatment with Tecfidera in the MS placebo controlled trials, mean
lymphocyte counts decreased by approximately 30% from baseline
at one year and then plateaued (see section 4.8). Mean lymphocyte
counts remained within normal limits.

Patients with lymphocyte counts <0.5x10%L were observed in
<1% of patients treated with placebo and 6% of patients treated
with Tecfidera. In clinical studies (both controlled and
uncontrolled), 9% of patients had lymphocyte counts >0.5 x 10%/L
and <0.8 x 10%/L for at least six months. 2% of patients

Infections

In phase 111 placebo-controlled studies, the incidence of
infections (60% vs 58%) and serious infections (2% vs 2%)
was similar in patients treated with Tecfidera or placebo,
respectively. There was no increased incidence of serious
infections observed in patients with lymphocyte counts
<0.8x10%/L or <0.5x10%/L. During treatment with Tecfidera
in the MS placebo controlled trials, mean lymphocyte
counts decreased by approximately 30% from baseline at
one year and then plateaued (see section 4.8). Mean
lymphocyte counts remained within normal limits.

If a patient develops a serious infection, suspending
treatment with Tecfidera should be considered and the
benefits and risks should be reassessed prior to re-initiation
of therapy. Patients receiving Tecfidera should be instructed

4.4
war
pre




experienced lymphocyte counts <0.5 x 10°/L for at least six
months. In these patients, the majority of lymphocyte counts
remained <0.5 x 10%/L with continued therapy.

If therapy is continued in the presence of moderate to severe
prolonged lymphopenia, the risk of an opportunistic infection,
including Progressive Multifocal Leukoencephalopathy (PML)
cannot be ruled out (please refer to subsection PML above for
further details).

If a patient develops a serious infection, suspending treatment with
Tecfidera should be considered and the benefits and risks should
be reassessed prior to re-initiation of therapy. Patients receiving
Tecfidera should be instructed to report symptoms of infections to
a physician. Patients with serious infections should not start
treatment with Tecfidera until the infection(s) is resolved.

to report symptoms of infections to a physician. Patients
with serious infections should not start treatment with
Tecfidera until the infection(s) is resolved.

In vitro CYP induction studies did not demonstrate an interaction
between Tecfidera and oral contraceptives.

[nan +-In vivo interaction-studies-have-notbeen-performed-with

oral-contraceptives study, co-administration of Tecfidera with a
combined oral contraceptive (norgestimate and ethinyl estradiol)

did not elicit any relevant change in oral contraceptive exposure.
No interaction studies have been performed with oral
contraceptives containing other progestogens, however an effect of
Tecfidera on their exposure is not expected.Even-theugh-an

. O ] I I )

In vitro CYP induction studies did not demonstrate an
interaction between Tecfidera and oral contraceptives . In
vivo interaction studies have not been performed with oral
contraceptives. Even though an interaction is not expected,
non-hormonal contraceptive measures should be considered
with Tecfidera (see section 4.6).
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In the placebo-controlled studies, most patients (>98%) had
normal lymphocyte values prior to initiating treatment. Upon

In the placebo-controlled studies, most patients (>98%) had
normal lymphocyte values prior to initiating treatment.

(I\)/Ifda[r)]R(/:AI\aSS)S/stem Adverse reaction E;’feq%e;ncy 4.8
gar gory MedDRA System - Frequency ff
Infections and N o cl Adverse reaction N erre
infestations Gastroenteritis Common rgan t.1ass category
[} i ltifocal Infections and Gastroenteritis Common
loukbensephalo ;t(rjlca(PM m | DR Infestations - -
. [SIENOIZENTTY Blood and lymphatic Lymphopenia Common
Blood and lymphatic Lymphop_enla Common system disorders Leucopenia Common
system disorders _ Leucopenia _ Common Immune system disorders | Hypersensitivity Uncommon
Immune system disorders | Hypersensitivity Uncommon Nervous system disorders | Burning sensation Common
Nervous system disorders | Burning sensation Common Vascular disorders Flushing Very common
Vascular disorders Flushing Very common Hot flush Common
_ Hot flush Common Gastrointestinal disorders | Diarrhoea Very common
Gastrointestinal disorders | Diarrhoea Very common Nausea Very common
Nausea i Very common Abdominal pain upper Very common
Abdominal pain upper Very common Abdominal pain Very common
Abdominal pain Very common Vomiting Common
Vomltlng Common Dyspepsia Common
Dyspgpsm Common Gastritis Common
Gastritis Common Gastrointestinal disorder Common
. Gastrointestinal disorder Comman Skin and subcutaneous Pruritus Common
S_kln anq subcutaneous Pruritus Common tissue disorders Rash Common
tissue disorders Rash Common Erythema Common
Renal and uri Chythens common Renal and urinary Proteinuria Common
diigid:g urinary Proteinuria Common disorders _
- General disorders and
General disorders and . administration site Feeling hot Common
administration site Feeling hot Common conditions
conditions _ Investigations Ketones measured in urine | Very common
Investigations Ketones measured in urine Very common Albumin urine present Common
Albumin urinfs present Common Aspartate aminotransferase c
Aspartatg aminotransferase Common increased ommon
Increased Alanine aminotransferase |
ﬁlla:’mne gmlnotransferase Common increased
Increase White blood cell count Common
White blood cell count Common decreased
decreased
Haematological Haematological 4.8
effe




treatment with Tecfidera, mean lymphocyte counts decreased over
the first year with a subsequent plateau. On average, lymphocyte
counts decreased by approximately 30% of baseline value. Mean
and median lymphocyte counts remained within normal limits.
Lymphocyte counts <0.5x10%/1 were observed in <1% of patients
treated with placebo and 6% of patients treated with Tecfidera. A
lymphocyte count <0.2x10%I was observed in 1 patient treated
with Tecfidera and in no patients treated with placebo.-ta
llod and Tt et ot

- g!I F I .

e;spelllel.leedlIylnphe_ey = ,eelunts 5 ﬁgl :

The incidence of infections (58% versus 60%) and serious
infections (2% versus 2%) was similar in patients treated with
placebo or Tecfidera. An increased incidence of infections and
serious infections was not observed in patients with lymphocyte

counts <0.8x10°%I or <0.5x10°%1. Pregressive-multifocal
feukoeneephalepathy PML has occurred in the setting of modorate

to severe and prolonged lymphopenia. (Please refer to section 4.4).
A transient increase in mean eosinophil counts was seen during the
first 2 months of therapy.

Upon treatment with Tecfidera, mean lymphocyte counts
decreased over the first year with a subsequent plateau. On
average, lymphocyte counts decreased by approximately
30% of baseline value. Mean and median lymphocyte
counts remained within normal limits. Lymphocyte counts
<0.5x10%1 were observed in <1% of patients treated with
placebo and 6% of patients treated with Tecfidera. A
lymphocyte count <0.2x10%I was observed in 1 patient
treated with Tecfidera and in no patients treated with
placebo. In uncontrolled and controlled clinical studies, 2%
of patients experienced lymphocyte counts <0.5 x 10%/L for
at least six months. In these patients, the majority of
lymphocyte counts remained <0.5 x 10%/L with continued
therapy.

The incidence of infections (58% versus 60%) and serious
infections (2% versus 2%) was similar in patients treated
with placebo or Tecfidera. An increased incidence of
infections and serious infections was not observed in
patients with lymphocyte counts <0.8x10%/1 or <0.5x10%/1.
Progressive multifocal leukoencephalopathy has occurred in
the setting of severe and prolonged lymphopenia. A
transient increase in mean eosinophil counts was seen
during the first 2 months of therapy.

No-cases-of-overdose-have -been-reported

Cases of overdose with Tecfidera have been reported. The
symptoms described in these cases were consistent with the known
adverse event profile of Tecfidera. There are no known
therapeutic interventions to enhance elimination of Tecfidera nor

No cases of overdose have been reported
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is there a known antidote. In the event of overdose, it is
recommended that symptomatic supportive treatment be initiated
as clinically indicated.

Toxicology

Nonclinical studies in rodent, rabbits, and monkeys were
conducted with a dimethyl fumarate suspension (dimethyl
fumarate in 0.8% hydroxypropyl methylcellulose) administered by
oral gavage. The chronic dog study was conducted with oral
administration of the dimethyl fumarate capsule.

Kidney changes were observed after repeated oral administration
of dimethyl fumarate in mice, rats, dogs, and monkeys. Renal
tubule epithelial regeneration, suggestive of injury, was observed
in all species. Renal tubular hyperplasia was observed in rats with
life time dosing (2-year study). Certical-atrophy-was-ebserved-1in
dogs that received daily oral doses of dimethyl fumarate for 11
months, the margin calculated for cortical atrophy was observed at
3 times the recommended dose based on AUC.— In monkeys-— that
received daily oral doses of dimethyl fumarate— for 12 months,
ahebmonkeysand-single cell necrosis and-interstitial-fibrosis-were

was observed in monkeys that received daily oral doses of
dimethyl-fumarate-for-12-menths; at 2 times the recommended

dose; based on AUC. Interstitial fibrosis and cortical atrophy were
observed at 6 times the recommended dose based on AUC. The
relevance of these findings to humans is not known.

In the testes, degeneration of the seminiferous epithelium was seen
in rats and dogs. The findings were observed at approximately the
recommended dose in rats and 36 times the recommended dose in

Toxicology

Nonclinical studies in rodent, rabbits, and monkeys were
conducted with a dimethyl fumarate suspension (dimethyl
fumarate in 0.8% hydroxypropyl methylcellulose)
administered by oral gavage. The chronic dog study was
conducted with oral administration of the dimethyl fumarate
capsule.

Kidney changes were observed after repeated oral
administration of dimethyl fumarate in mice, rats, dogs, and
monkeys. Renal tubule epithelial regeneration, suggestive
of injury, was observed in all species. Renal tubular
hyperplasia was observed in rats with life time dosing
(2-year study). Cortical atrophy was observed in dogs and
monkeys, and single cell necrosis and interstitial fibrosis
were observed in monkeys that received daily oral doses of
dimethyl fumarate for 12 months, at 6 times the
recommended dose based on AUC. The relevance of these
findings to humans is not known.

In the testes, degeneration of the seminiferous epithelium
was seen in rats and dogs. The findings were observed at
approximately the recommended dose in rats and 6 times
the recommended dose in dogs (AUC basis). The relevance
of these findings to humans is not known.
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dogs (AUC basis). The relevance of these findings to humans is

MMION 1Y ,NIPN 378D | o known.

¥ 59 MYUPAND MINNIN

ANy
LODPLN DIPN OMNY RIY PMND 12N P YIS W MY YINI (1Y) MO MINND ITH2 DPRY DNIPY
21X7 172 (NIN'VA YT'N ) AINNA 7V AYTIA
(05.2013 |pTIvn

15/01/2017_ “PPIND
Tecfidera 240 151-80-33992-00_ ©YY?91 9901 5H’U)INA 9PVYHN OV

Tecfidera 120 151-79-33989-00
127793 NNIND POIT) 01V Yya ov

! 7252 MINNNN VAT TYPN NT DNV
MYPIANH MIMNNN
V1N VYL NN VPV oya P9
MNPVAN 227 YT DMP NI .18 575 NNNN DT NTYPN NN NIND .18 575 nNNN X150 NTYPN NN NAIND
N9 N¥IAPA NITAPYV DY MW
JPINON MAPNN NN NYIVA DMININ DIDINA DIDVY NTYPN NITAPL NAPNN NXIA NYIVI DINN OIINA IV NTYPN NITAPYV 1




,11P12991 DXAXYN NN DY NYAWNT NN NDNN NN NXIN NYIV
NIMAIND TPINSN NOAPNN NI NYIV .NITYWN VINY MNN MNP

DNNYN DINNDNN .DIANY NIV INNDN HY (DNWI) DINN DXPNNI
MNPY 90IN DY NYIND ,NDPDNA D1YP D910 HHD 7772 HaN ,NDINY NoINN
GPNNN IWNRD POVIDND DIYND DINVY NON DPNON .0PMIN DOWYPI DPYN
LRYIND NIMVY NYYANN PON DAR 99N

.D2ANYN NN DY NYAVNT NN : VNN NP

NIWD NITPIPY PN

VINY NN YNADN PNOINN NIIYN NPON MYNNNI NTAY NITAPV YD NN
TNONN DV PTNY MIATITNN YINND D) MUY 1T .NITYUN

Rabapbhiap]

.DYANYN NN DY NYAVNT NN : VNN NP

$ON NDINA YNNVIY PN

M990 YN DXODNN D29599NN THN Y9 IN Y9N 90IND (ION) UNOI NN e

[RRARRA

AR0/PSR SNOIPR—e

$ON NDYINA YNRNVHY PN

DN DY27999N1) TNN DO IN DWAN I9IND (MDION) VI NNN @

19NN NN IWN

MINON YN PN e

9909 (11771919 NNNIN HY NITTIIY) DXV MDD NININ
DIIIND

MANIN 5515 ,9070 DY NOINN NIIYN DY MYAVNI MNIN
fingolimod, natalizumab 15 N¥19) NYIV1 91905 MOV
JLID2 HI19°05 MNIN X Or mitoxantrone

DMDN SY MW NINAND NDIDY NITAPL — DINDN
DN D) HY DTN DIND PNIPDN NN PNY NYION
MY W 30 O

SV DINDN DD D NPIIN DY MPAVNN NININ
SV DMINDN DNV, 0NN (DI TIPIINPNIN) NPPVPDVIN

NDD 719999 5515 MINN MDIIN ,NNINRY HNPY BN IN ,NPIY NHN DN
NI NN YOO Y TNPN APIIY IN NDIID 75 HY 990 , NI 2901 DY
:NPIY NN DX NN N

5913 MANK MDIN ,NNINKY NNPY BN IN ,NPIY NN ON
NPT IN NOYIY 9 5¥ 190 , N 590N DU RYY M1IN
NP9 NN DX NPT IN NOYIN NN YT ¥ TNPRa

DNNIN DY M) DIVINID MPMINN MNIN @
DIINDIL DINVY (NI1DI19

L9101 SY NOONN NN HY MYOWNN MOIN @

INTIN IN NYIVA DINVY NIVDN MNIN KO

VI IPVO

OV MY NN NDDY NITAPL — ONDN @

DYDY NDPDN NN PN NOWYY DNON

MINY ¥ 1D DY) DMN DN DY OMDINI
OO PO NPYIN DY MYIWNRN NMNIN - e

L(OXTIPIINPNN) NPPVPDVIN DV DINDNDN




D99y 0YY N (NSAIDS) DIN NTIN DXANIY MNIN
NPYOIOINNY MYNINY NPON NN PNY NITPIPL DY PPV

TAZNPND TRSAZ A2I9Y TAPIPY- PIR T RS e
PRV PO TOR- ALY YNNI WARUAF YI-RAR
PPV PVR

DXANIY MNIN HY DMNDN DD, 00NN
099y 0PY N (NSAIDS) 0N nTm
MIVOIND NIPON NN PNY NIPOPL DY NPV
NP2 ONNY

NANY N2VY NITAPV — PN NYINO MDY @

NYIN SYNNNI WHNYND W MDD MDWN
TPV 519V P (DITNP D) GO

INNY MY .
PONOINND NMYNND DIND MDY NITAPLI VIDWN ,NNIN 932 10D
NI 91201 XY 19N INNDN MYNN NNOWI XIPNY HNDN DX .OWNHNYNIN
AN NNX
SN OINND MYNN

NPAD - TIND NI TY 72172 JOIN NI DIV NPID e
NAPN THIND NI NPND MIVY (120 DT XN DY ND) DOVINNY
N210Y NN NANPN TN D25 OT NN DY NI NP0 .NOWVINN
DVA P NN DI NIIO HH15 011D )NDX0N NN VN
v oynonn .(PML) progressive multifocal leukoencephalopathy

DY)’ DMNONN NNV NIV YV GpNnY DIIYT NNY oMy PML
DMMNY ;53270 ; G0N DY TAN TN NNIIND N NYTN YN 51035
NP DIVNIN NPYINRI DMV IN 91292 IN; PIDT N ,NDWN PRI
DD’ NNON

.N9YIY T MY WM WINIWA NN PrOan Y

TINN 1 7Y 5Y MW MNXOY XD DXTPYY MY -NPIION MANN @
.DOWIN 100
DOIN,TINA NN MITN NN IN DN DY NPNRONY NN NPV
: DONIN DOPNHONNN TANI INDNN NPRDIN Y210 NN DX
NYOM NN ,DMNIVN , 029N MNNN -
TOWI AP NDOWI YD ,DIININ -
ANDYIY I OIS WM WINIWN NN PP0aNY v

DY VDN RAINY 1IN [, RANID NI NPINN IN NNNN NPHRONN NYHIM NTNI

INNY MY .
MNND MYNND DN DY NPV VIV, NN DI IO
IRNDN MYMN NP RIPHY HNDN HN .OWNHNWNNN PoNI
A0 DNX QRN 91201 NIY 1O

S DNNNORND MYAIN

DY MYAVNI MNDY XD DXNPYD MIYIANN -NPIONX MIANN e
LDWIN 100 TVON 1Ty
MITNA NN X ONIN DY NPRONY NN NITIPV
TANA INDNPN NPNRDNN D210 NNN DN 09N, TIND DM
: DYNIN OIHONIN

NWOM NON ,DPNIVN 0790 MNBNN -

1OW) INIP) NIV PP ,DINNON -
NDIMY 151 7Y W YIMIWN NN PI09NY W)

191 ,NAYYY 79 NPINN IN INBN NPRONN NYNIM NN
N9INN NPNA TPIAT NTNN Y VYN KINY

: MADIN OINND NN

:(1: 10D 9NP) TN MNP DOXTOYY MY NN

2OV 912 TIT) IN NN ,DIN NWIIN I DN DY NPNON
NAND ¥Y»OY NDID DN DY NITAPYV NDOPVI L)V YIND ,NPPNA
INONND MYOIN

DMLY YNNY DDPY 1NV NP>TIa

:(1:100-5 1:10 1°2) MNP DOOYO MY NN

NDPN NPOT,(NPDDIT) 212 »YP 0N Y7) , NIV NYINN




199NN NN NOIIT DTN LNV T, NPOINTN NN 91DV NIIYNI NMYISN,
DN NVINN
: MOV INNY NN SNV IR DT MPITI2 MYNINN MXIN ONND MYNN

: (1: 10-10 91) TNHN MR DIV MY MmN NI .07 (NMINVDOD ,1INPMD) NIAYN NIV DT

L2 YAND , NN, DIVOY QN TIV) IN NN, DIN NN IN DN DY NPRDN | PANTY HNDN MINS NNV 5 DY Wasnd Nody 00291 DTN NN
PNNY MYNN NPNOND YHOH NI HOIN DY NPV NDOVI YOI NMISNOND N | NNAY ¥ (NN NPOT D) 28T DI DD 1IN DN .DMMIA

ON NOYYY N
LDMVP YNNY DYDY NV NPT INWA (PM1IAYN) NIoN
:(1: 100-9 1: 10 2) MNP DXMYD MIYAN D72 7257 MIN MNI MDY

PYP ,MXPN ,0IN D), NIV NYIND L(DXVIVINITVD)) SWNN 19T DY NPST
,212°¥1 NN MYIN ,(DXV1IVD)) NP INT DY NPYT ,(MDYDT) D12y
DN NVIND YA TI),9W2 NPOINTN NN

SNV OIN DT MPITI2 MY MK ONND MYNN

D250 DTN YN NN N DT (MNIHNNID,MNINPNY) MHAYN NIV N
DN Y20 TN ON DM PANTD HNDN NIND ANNVY T2 DY WaNnD N9y
NOTD TN NNAD W (MIN NPT D) 28

NV (PMION) NN

.072 7250 (ALT, AST) >no1N MnIa n»oy

A2NK YPI Y MYUPAND MINNDD MIMDN 1Y ,)oYN 2781
LODPLN DIPYHA DMPW XYY XMNN 19N P JIOY W ANV ¥a¥a (PHY) MO MINND TTH2 DINY DOV

=




