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Patients with impaired hepatic function
Everolimus whole blood trough
concentrations should be closely monitored
in patients with impaired hepatic function.
The dose should be reduced to
approximately two thirds of the normal
dose for patients with mild hepatic
impairment (Child-Pugh Class A), to
approximately one half of the normal dose
for patients with moderate hepatic
impairment (Child Pugh Class B), and to
approximately one third of the normal dose
for patients with severe hepatic impairment
(Child Pugh Class C). Further dose titration
should be based on therapeutic drug
monitoring (see section 5.2). Reduced doses
rounded to the nearest tablet strength are
tabulated below:

Tablel  Certican dose reduction in patients with hepatic impairment

Moderate
hepatic
impairment
(Child-Pugh B)

Severe hepatic
impairment
(Child-Pugh C)

Normal hepatic
function

Mild hepatic
impairment
(Child-Pugh A)

Renal and cardiac | 0.75mgb.id 0.5mghid 0.5mghid 025mghid

transplantation
Hepatic
transplantation

Imgbid 0.75mgbid 05mgbid 05mgbid

Patients with hepatic impairment should
preferably have trough concentrations in the
upper part of the 3-8 ng/ml exposure range.

After starting treatment or after a dose
adjustment, monitoring should be
performed every 4 to 5 days until

2 consecutive trough concentrations show
stable everolimus concentrations, as the
prolonged half-lives in hepatically impaired
patients delay the time to reach steady state
(see sections 4.4 and 5.2). Dose adjustments
should be based on stable everolimus
trough concentrations.

Patients with impaired hepatic function

Whole blood trough levels (CO0) of
everolimus should be closely monitored
in patients with impaired hepatic
function.

For patients with mild hepatic
impairment (Child-Pugh Class A), the
dose should be reduced to
approximately two-thirds of the normal
dose.

For patients with moderate or severe
hepatic impairment (Child-Pugh B or C)
the dose should be reduced to
approximately one half of the normal
dose.

Further dose titration should be based
on therapeutic drug monitoring (see
section 5.2 Pharmacokinetic properties).

4.2
Posology and method of
administration




Interaction with oral CYP3A4 substrates

Caution should be exercised when Certican is taken in
combination with orally administered CYP3A4
substrates with a narrow therapeutic index due to the
potential for drug interactions. If Certican is taken with
orally administered CYP3A4 substrates with a narrow
therapeutic index (e.g. pimozide, terfenadine,
astemizole, cisapride, quinidine or ergot alkaloid
derivatives), the patient should be monitored for
undesirable effects described in the product information
of the orally administered CYP3A4 substrate (see
section 4.5).

Interaction with strong inhibitors or inducers of
CYP3A4

Co-administration with strong CYP3A4-inhibitors (e.g.
ketoconazole, itraconazole, voriconazole,
clarithromycin, telithromycin, ritonavir) and inducers
(e.g. rifampicin, rifabutin, carbamazepine, phenytoin) is
not recommended unless the benefit outweighs the risk.
It is recommended that everolimus whole blood trough
concentrations be monitored whenever inducers or
inhibitors of CYP3A4 are concurrently administered and
after their discontinuation (see section 4.5).

Vaccinations

Immunosuppressants may affect the response to
vaccination. During treatment with
immunosuppressants, including everolimus, vaccination
may be less effective. The use of live vaccines should be
avoided.

Interaction with strong inhibitors |
inducers of CYP3A4

Co-administration with strong
CYP3A4-inhibitors (e.g.
ketoconazole, itraconazole,
voriconazole, clarithromycin,
telithromycin, ritonavir) and
inducers (e.g. rifampicin,
rifabutin) is not recommended
unless the benefit outweighs the
risk.

Monitoring of whole blood
trough levels (CO0) of everolimus
is recommended whenever
inducers or inhibitors of
CYP3A4 are co-administered or
discontinued (see section 4.5
Interactions with other medicinal
products and other forms of
interactions).
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Tabled  Effects of other active substances on everolimus

Active substance by
interaction

Interaction - Changein
Everolimus AUCIC,.

(Geometric mean ratio

Recommendations concerning co-
administration

indinavir, nelfinavir

(observed range)
Strong CYPIA4PeP imhibitors
Ketoconazole AUC 713 3-fold
(tange 11.2-213)
(o 14.1-f0ld
(tamge 26-1.0)
Tiraconazolk, Notstudied. Large metese m
pasaconazole, everolimus concentration i
Variconazole xpect.
Telithromyein,
clarithromycin
Nefazodong
Ritonavir, gfazanayi,
mm‘ i m‘ ]

Co-admimistration with strong
CYPIA4PP-mhibitors i not
recommended wmless the benefit
outweighs the fisk

Moderate CYPIA4/PgP inhibitors

Erythromycin ATC 14.4-00ld Everolimus whole blood trough
(tamge 20-12.9) concentrations should be monitored
Cae 12.0-60ld whenever mhibitors of CYP3A4PgP
(tange 09-33) are concureently admivisterad and
Imatinib AUCT.T-fold affer their discontinuation.
Come 122-500d
Yerapamil AUC 133-fold Use caution when co-
(tange 12-63) administration of modzrate
oy 1234014 CYP3Ad iibitrs or PeP inkibitors
(rangel 3-38) camot be avoided.
Ciclosporin oral AUCT27-fold
(tange 1.34.7)
Com T13-ld
(tamge 1.3-16)
Fluconazale Notstudied. Increzsed exposure
Dilfiazem, expected
nicardipine
Dronedarone Notstudied. Inetessed exposure
expectad.
Amprenavir, Notstudied. Increased exposure

expectad.

Everolimus is mainly metabolised in
the liver and, to some extent, in the
intestinal wall by CYP3A4. It isalso a
substrate for the multidrug efflux
pump, P-glycoprotein (PgP).
Therefore, absorption and subsequent
elimination of systemically absorbed
everolimus may be influenced by
medicinal products that affect CYP3A4
and/or PgP. Concurrent treatment with
strong CYP3A4-inhibitors and/or
inducers is not recommended.
Inhibitors of PgP may decrease the
efflux of everolimus from intestinal
cells and increase everolimus blood
concentration. In vitro, everolimus was
a competitive inhibitor of CYP3A4 and
of CYP2D6, potentially increasing the
concentrations of medicinal products
eliminated by these enzymes. Thus,
caution should be exercised when co-
administering everolimus with
CYP3A4- and CYP2D6-substrates
having a narrow therapeutic index. All
in vivo interaction studies were
conducted without concomitant use of
ciclosporin.

Ciclosporin (CYP3A4/PgP inhibitor)

The bioavailability of everolimus was
significantly increased by co-
administration of ciclosporin. In a
single-dose study in healthy subjects,
ciclosporin for microemulsion (Neoral)
increased the AUC of everolimus by
168% (range, 46% to 365%), and
Cmax by 82% (range, 25% to 158%),
as compared with everolimus alone.
Dose adjustment of everolimus may be
needed if the ciclosporin dose is altered
(see section 4.2 Posology and method
of administration). Certican had only a
minor clinical influence on ciclosporin
pharmacokinetics in renal and heart
transplant patients receiving
ciclosporin for microemulsion.

Rifampicin (CYP3A4 inducer)

Pre-treatment of healthy subjects with
multiple-doses of rifampicin followed
by a single dose of Certican increased
everolimus clearance nearly 3-fold,
decreasing Cmax by 58% and AUC by
63%. Combination with rifampicin is
not recommended (see section 4.4
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Agents whose plasma concentrations may be altered
by everolimus:

Octreotide
Co-administration of everolimus (10 mg daily) with
depot octreotide increased octreotide C,;, with a

geometric mean ratio (everolimus/placebo) of 1.47-fold.

Paediatric population
Interaction studies have only been performed in adults.

Special warnings and precautions for
use).

Atorvastatin (CYP3A4-substrate)
and pravastatin (PgP-substrate)

Single-dose administration of Certican
with either atorvastatin or pravastatin
to healthy subjects did not influence
the pharmacokinetics of atorvastatin,
pravastatin and everolimus, as well as
total HMG-CoA reductase bioreactivity
in plasma to a clinically relevant
extent. However, these results cannot
be extrapolated to other HMG-CoA
reductase inhibitors.

Patients should be monitored for the
development of rhabdomyolysis and

other adverse events as described in the
Prescribing Information of HMG-CoA
reductase inhibitors.

Midazolam (CYP3A4A substrate)
In a two-period, fixed-sequence,
crossover drug interaction study,

25 healthy subjects received a single oral
dose of midazolam in period 1.

In period 2, they received everolimus

10 mg once-daily for 5 days and a single
dose of midazolam with the last dose of
everolimus. The Cmax of midazolam
increased 1.25-fold

(90% ClI, 1.14 — 1.37) and the AUCinf
increased 1.30-fold (1.22 — 1.39).

The half-life of midazolam was unaltered
This study indicated that everolimus is

a weak inhibitor of CYP3A4.




Other possible interactions

Moderate inhibitors of CYP3A4 and
PgP may increase everolimus blood
levels (e.g. antifungal substances:
fluconazole, macrolide antibiotics:
erythromycin, calcium channel
blockers: verapamil, nicardipin,
diltiazem; protease inhibitors:
nelfinavir, indinavir, amprenavir.
Inducers of CYP3A4 may increase the
metabolism of everolimus and decrease
everolimus blood levels (e.g. St. John’s
wort (Hypericum perforatum,
anticonvulsants: carbamazepine,
phenobarbital, phenytoin, anti HIV
drugs: efavirenz, nevirapine).

Grapefruit and grapefruit juice affect
cytochrome P450 and PgP activity and
should therefore be avoided.
Vaccination

Immunosuppressants may affect the

response to vaccination and vaccination
during treatment with Certican may

therefore be less effective. The use

of live vaccines should be avoided.




The most common events are: infections, anaemia,
hyperlipidaemia, new onset of diabetes mellitus,
insomnia, headache, hypertension, cough, constipation,
nausea, peripheral oedema, impaired healing (including
pleural and pericardial effusion).

Tahled  Adverse drug reactions possibly or prohably related to Certican

Body system Incidence Adverse reaction
Infections and Verycommon  Infections (viral, bacterial, fingal), upper respiratory
mfestations tract infection, lower respiratory fract and humg
infections (inctuding pneumonia)!, urinary tract
infections?
Common Sepsis, wound infection
Neoplasmsbenign,  Common Malignant or unspecified fumours, malignant and
malignant and unspecified skin neoplasms
unspecified

Uncommon Lymphomas/post-transplant Iymphoproliferative

disorders (PTDL)
Blood and fymphati Verycommon  Lenkopaenia anasmia‘erythropenia,
system disorders thtombocytopenia’
Common Pancytopenia, thrombotic microangiopathiss

(including thrombotic thrombocytopenic
purpura haemolytic urzemic syndrome)

Metabolism and Verycommon  Hyperlipidaemia (cholesterol and triglycendes), new
nutrition disorders onset diabetes mellitus, hypokalaemia

Table 1
Infections and infestations
Very common:

Infections (viral, bacterial, fungal),
upper respiratory tract infection

Common:

Sepsis, urinary tract infections,
lower respiratory tract infection,
wound infection.

Blood and lymphatic system
disorders

Very common:
Leucopenia®.
Common:

Thrombocytopenia®,
pancytopenia®®, anaemia’,
coagulopathy, thrombotic
thrombocytopenic
purpura/haemolytic uraemic
syndrome.

Uncommon:
Haemolysis.
Cardiac disorder
Very common:

Pericardial effusion?.

4.8

Undesirable
effects




Nervous system Verycommon  Headache
disorders
Cardiac disorders Verycommon  Pericardial effusion’
Common Tachycardia
Vascular disorders  Verycommon — Hypertension, venous thromboembolic events
Common Lymphocoele’, eptstaxs, renal graft thrombosis
Respiratory, thoracic  Verycommon  Pleural effusion’, cough!, dysmoea!
and mediastimal
disorders
Uncommon Interstitial hung disease’
Gastrointestinal Verycommon ~ Abdominal pain, diarrhioea,nausea, vomiting
disorders
Common Pancreatitis, stomatitis/mouth ulceration,
oropharyngeal pain
Hepatobiliary disorders Uncommon Nonnfections hepatitis, jaundics
Skin and subcutaneous  Common Angiooedema®, acne, rash
tissug disorders
Musculoskeletaland — Common Myalgia, arthralgia
connective tissue
disorders

Endocrine disorders
Uncommon:

Male hypogonadism (decreased
testosterone, increased FSH and
LH).

Metabolism and nutrition
disorders

Very common:

Hyperlipidaemia (cholesterol and
triglycerides), new onset diabetes
mellitus®.

Vascular disorders
Very common
Hypertension
Common:

Lymphocele®, venous
thromboembolism, graft
thrombosis®.

Rare: Leukocytoclastic vasculitis®.

Respiratory, thoracic and
mediastinal disorders

Very common: Pleural effusion®.

Uncommon: Interstitial lung
disease.

Rare: Pulmonary alveolar
proteinosis.

Gastrointestinal disorders

Very common: Abdominal pain®
Common: Diarrhoea, nausea,
pancreatitis vomiting,
stomatitis/mouth ulceration,




Renel and urinary Common Protemuriz’, renal fubular necrosis’
disorders

Reproductivesystem  Common Eractile dysfimetion

and breast disorders

General disordersand  Verycommon  Peripheral oedema, pain, healing impaired pyrexia
administration site
conditions

Common Incisiona] hernig

Investigations Common Hepatic enzyme abnormal®

Icommon in renal and liver transplantation
Lcommon in cardiac and liver transplantation
¥in cardiac transplantation

*inrenal and cardiac transplantation

Sthe SMQ-based search for ILD showed the frequency of ILD in the clinical trials. This broad search
also included cases caused by related events, 2.g. by infections. The frequency category given here is
derived from the medical review of the kmown cases.

oredominantly in patients raceiving concomitant ACE infibitors
'in fenal transplantation
b.GT, AST, ALT elevated

oropharyngeal pain.
Hepato-biliary disorders

Uncommon:  Hepatitis, hepatic
disorders, jaundice.

Skin and subcutaneous tissue
disorders

Common: Angioneurotic oedema’
acne, surgical wound complication.

Uncommon: Rash.

Musculoskeletal and connective
tissue disorders

Uncommon: Myalgia.
Renal and urinary disorders
Common: Proteinuria.

Uncommon: Renal tubular necrosis
% pyelonephritis.

Reproductive system and breast
disorders

Common: Erectile dysfunction

General disorders and
administration site conditions

Very common: Peripheral oedema,
incisional hernia®

Common: Pain, impaired healing.
Investigations

Common: hepatic enzyme
abnormal*®

A dose-dependent effect was
established or a significantly higher
incidence seen, in patients receiving 3
mg/day




Table 5 Adverse drug reactions from spontaneous reports and literature (frequency not known)

Body system Incidence Adverse reaction

Vascular disorders Not known Lenkocvtoclastic vasculitis
Respiratory, thoracic and Not known Pulmonary alveolar proteinosis
mediastinal disorders

Skin and subcutaneous tissue  Not known Enythroderma

disorders

°In cardiac transplantation
%In renal transplantation
4y-GT, AST, ALT elevated

5 . . . .
predominantly in patients receiving
concomitant ACE inhibitors

®post marketing finding
" In liver transplantation

8 . .
In renal and cardiac transplantation
uncommon

9 . .
In renal and cardiac transplantation
common




2015y 1xnn wikn UK [17un ynikw 000 — 2INX Y1 7V 1INY 0070

7XIW WWINGD DX 17V Dniv? nannn annnn

NN 72V AYTIN

(05.2013 |>711Vn)

15.12.2015 :J"IXN

:DIY'IN 190N1 N'72182 V'WUON DY

Certican tablets 0.25mqg, 0.5mqg, 0.75mg

[132 60 31066] , [132 58 31064], [132 59 31065]

Novartis Israel Ltd :Diw™n 7y2 nw

I T2%2 ninnnnn VINS7 TVIM NT 091V

Niypiana nnnnan

Y1 VOPL

NN VLOPL

oy P9




:ON XYY 990 17°0902 YINIYN 2395

,NONN NIIYN NN MINITH IWR MNHIN - e
G0N N1 AR MNNAN PPV ND
.02 DNONY
T2 W BN MONYNN 19992 IN XTI XODIN
YN NNRY IN N2V XD 7ODI NIYIIN IN OIN
ANV 1NN JIT2 NIX NYINT IN 7YY DINDIVNIDI
D127 9901 TIIND DDV IN DMINN DINY
ON MPNYNN 157D IN NI Y THI 19IN NIV
VTN, T2 NPYA 51292 IYIND NN NN
)00
PN YOY, DAPNN IN NPPN NY PNT, YR IND
NN TN T 289 DY DINMIVIND NPNY DYDY
progressive multiple NN
. (PML) leukoencephalopathy

PTY ONIN, DVYT) M) IYINKD NN2Y ONX @
,MIN MIAPYI DIONN DIVY YN TH ¥
NPYIY PNODN NN DITHND 9DY )P0
.YNON NNONNA

NONN NN DR MNITHI MNIN @
MNNONNT NIPON NN MOYN )PPOIDd
NN YA THPNA,DMIVID DY)
TRYYN NN DN TYY 195710910791
DINNN T2 -y UV ny»apy wnw 1IND
M NN OTPN YA NP 2NDN NNXIN)
.M9OM

N ,MYIN TIPON NXK IOV NN @
NS NN 03 195,072 POV 190M DIMYN
ANva oMaoNN

92Y2 NYAD ONINTIONPYI IOV ON @
NIN T29N DY WaUNY NN MIYYY NYNHN
0 NOIRNN YITN 1O . NOYID NN YT
ROIN IT-DY JPIVID HY

NOIWNI DNYPN DINVINDI YN NN DN @
YWY YD 0NV : D) NN
YT NIN L (DIDINON)
TOY T¥3Y DRI VDN NI NI NN

2109 TOY ONN INA )PPV VN NN PYNNY

.A8N2 9INVY MINK MNIN

VYN NPY NN TPNIND NYY JPPVI0 e
D719 N ANY NYIDN NN 72907, 0012
5y .12%97N Y95 TITA NN NYOWNN .D9IWD
D19 NANY DXPNYNN DY) DIINVN
.DNYY DIDVT YN NI OY PNTD 09D

,MDOPWIN NN DNYPN DINIVIDID Y ¥ DN
)9 ,NNWIN AT DINNAN , NNV YD DWW : D
NN PYNNY TOY T ONN VYN XN XD
MINK MANIN DAPY POY DR N/, PPVID DI90N
L2802 51900

I ,NONT NN NN MNITH YR MANIN
DY) MNNINNY NN NX M TH )PPV ID

12 DY .19 NIIYN DV NYN DY APy, 0V
NNND NNTI UV nypy wnwd n9wnn yansns v
Y2 11377 990N ,¥217,0797IN DITH2) NINNN
.12 M2 NN OTPN

NN ,NININ MYOININD NNN DD NNON TIN ON
$ TN N

IN WM IN PNN,DONOWN D090 YU M) e
; IDOWIL IN NYHAL ININND SWP

DYOWNNNN NIVI/MNIL DINYPN DMLID @
IN TIDWI PUP IOV 1D DINNIN IN
; D9INON

;M2 NDO NI YA MNAN @

N’ ,n2%)7 X2 DN NYIND (M) ¥pa,aNd e
; MITPIN MND NDYT IN

NON ON TINMA ,JNYN NPIDNA TIDINNY NP e
.Y NYDIVIN 1AW MINI ANO2

IND ,[I0'NN NDIYN NX NIXITN WYX NISNN

.D'NIN'T TA1 DN7'A7 91a0 D712 IR NITIN L|j7'010

7¥ NN NITNYAN 7502 IX KON YT Ymin

[123 D'MIENn 0MIvSN'o IX N7 '7In NWINN ,0IN

IN DNINN DINY MY [N AT2 N2NY NYIND 21y

.0'M' 190N 0HOYN)

N'N9N71 ,,0M222 YITN NID'R DX N'NONYT WY |j7'010

N'D T NYOWN .071Y7 D T7' X\an7 D713 DX

NX'2N7 D'2'1ynn 0N 0Y7910N 7Y .nD'on 775-0M

.0n%w 719'00 7V XONN DY [IT? D7IV7 DT

X9 NXR Y17 W' [j7'0102 71900 197

Jio'n MR yvw RN e

JIMN2 DY DAYIN IR (MDA OR e

NIYYY N7NNN 12V N720 DX IR TADA NIWA Y7 W' DR @
1' NMAXNN WATAL DAY, TN 7Y Y'own

,TI0P'72,TII72) D'RfIon D107 NIPA0-'R 17 Wi nTna e
107 701 |j7'0N0 PY L, (TI077

.DTA D'INIY 7¥ DNIAA NN 7210 3N DR e

y'9In NISNNN VIN'D) NNNX NIDINN 7010 N NTN e
("7 9'wo qJunm

VITING 'Y ,WD NONNYT IR INYD 7 U )N DR e
.N9NNN N7'01 197 XON7 P W

119902 YWINIY »9Y
HIYINND NN MHININ

$ 99N VIndva




MAIN ,NNINNKY HNPY ONXIN, NPIY NHN ON
N K90IN DY XYY MIIN K210 MINN
NNN ONX TN .NPITY IN NDIY 75 DY 990

S a[PAP)

V9, )IDNN NIIYN NN MNITHN MNIN
DINOIIPY ,MOININITNDINA PNIDIDPINY
LDPNIVDIPIVNP N
,)P0IANRDMY,PNNNDID MPIVPIIVIN

IN PXINININ, POV
PHNMIVOL

, VANV NPINIYOVIN NININ

S VANDTIN,PIANDADI [ PANTII) ,IIPINON
HIV £17°12 519005 mwnwinn , 1N 190N

MO, 07NV DN DV MNIN
SONNRNPIVY ONRNPIYY INNNPIMN
DNNNPRIVIN

P0929N2 9INVY MWNYNN MININ
1930297 IN HRVIIIIN ,PNIVNIDD

IN DT YNY 912 91900 MVHWYNNI MNIN
IN PATIND? D97 )N 20 Nyl
LOWNOVT

AXP MONY NVNRWYNRN NN, NINTIT
b

599009150 DRI NTIND MVNPWNRD NININ
DYV X PLLDIIY, PLVLLINVND DT2

DYD1571792 J1PVY MVYNYNN MNIN
TONNY MAT NYIIND MYNYN IN ,DXIN
M ,OINN OPNRIT DIHN IN NN
LOONNTN

21900 NWNRYNRN NN, PPOINRIVPIN
1T OONNNN NYION ,MMIINIPNI
DTV 92 OIVINA KD TIT2 NN
NOYTY 21D%Y0 NWNYND NN ,DPVNDN
.DPPN XY DONN

- (St. John’s wort) ©VNI9I9 DIPIN
21900 NWNRYNN NN NPNN NN
JINOTA

DIV RAID M9, NON H2PY 7O NN
anoap

NNPY ON IN MINK MIN NPV NHN ONX
DYIN XOY MNIN K915 MINK MNIN NNINKY
YTD NP IN RMID NNTD POY NN P9DIM
MIANNN OOWIANN MDY-IN IN DN YNNI
IN NOYIN NN YTHY ¥ TNPNA .NPNOIN-2
;NP AN DN NN

MM DT DIV NN NTNND NMININ
SONNNPIVY IN POVIAND MPIINT MO
LPMIIINDD L INRNPIN INTNNIPNIVIN
TP 99 121 . PIANNIVII X PIMINIHL
APPVI0N NN NN NNWY TN

VY9, NONN NIWN NN MNXITHN MNIN
DIIINNIPYV ,MOININNIPIN PNADWPIND
LDPRNVDIPVNP N

91909 NPV TH MNIN N MPPOPIVIN
PPN, PN : )N ,0097 2
NN,

- (St. John’s wort) DIONRI9Y9 DIPPIN
D>2872) INI T2 DIDVY YNRWNN SNNY 1NN
.DMNN

S POITNNDNIIND 1D MDY TH MNIN
PRIV ORVIAININD

SIINANTDY D YOO MYYN MNDIN MNIN
21D0Y MYNWNN ,DINVT P TIPN
DT NNY I IN 252 NPYIa

PANDTIN ,PANIADI NI MINOVITND 725YN
MO HIV=>03x maIn ,71an99N)

519509 MYNWYNN PONTIIN DPINON
DTN

91909 NYNRYHRN NOIN ,DDNRNTN

NYIIN NOYIND NN N ,D¥9IN DIDIDNN2
D»NINT DYIOHN IX MM TONNI IN N
.DMNN

119902 YWINIY »9Y
HIYINND NN MHININ

$ 99N VIndva




MINDY NPIN 9N

19 DN NIN JPP00 0N ON 1PN THN ONX
1912 7N DN .XINI NTY 2WVIN TOW XOYIN
NYIN OYNNINI WNNYND TOY ,)1PIND DIdND

8 VN1 191 JPPVID DY DIV TONNA XY PN
NN ON 21901 NP INRD DXDN MYV
NP IN ROIY M9, 1PN PNV NIVIN
APP0I0 NSYVI MY MNWNND

DN VYT ND )7°0902 91901 TONNa PNy PR
.DNM 29ND 92 )P0

.D12)2 NN DY NYIWN 1IN PPV

APIM 1IN

NON 1IN TONN2 NPHAL JPPVLIDA YHNVND PR
TPV RAIN IT-DY MYNMN T 10N ON
A0 DY

DYMINI 1IN NYIN PYNNNI WHNYND DIV DY
MYV 8 TWN1 191,NMIN2 WIddwn Tonna
21901 DO INNY

919°0 YY 19PN NPINN NN PP0INY v
N9INT 2YN YD MINTIN-IN APY ,)PPVI02
.DNN 25ND

$N9YIN YWINOIY 2aY

YN APINNNID




DD DYY 1PPVIDA VIV, NN DD D
512N YN .OOWNNWNNIN PHNIONND MYNND
21201 NX2) 121 ORNON MYNIN NNOWI RIPNID
AN NNN GRN

MMNIN DY 1PV JPPVID DL NNNI INNND
NN PY 19IND 7OV 1N PHN R, MINN
APP0I0 ORNDN NIYOIN

INIDT D190 NMYT MINAN INNYN MYNIN
$91999

M e
N NPYT @
DPIIHN MANN e

YIANNY MNN NPNY NN MIAM OIN
NV MY ROV IN OY , MR TP
IN MYN HY NANgN ,Hada ,nvaom
1Y NPI9NA N9, 0293990
thrombotic microangiopathy, )
.(haemolytic uraemic syndrome

NDYIT PN NN 172090 D1VY Proand v
$ON2N 09PN

PIVI/NNIA DINVPN DIMVID e
91PW 11D DINNIN IN DXIUWNNNHN
.DO91NOY IN NIV PYUP

TN AND N0 XD YD NWYIN 0N e
NN NN NYINH ,MNNINY )V N
AnY

IN NVWON ,0MNAVN ,D09N DY MNNN e

RIRMN
Y022 e

NOY DIDYT IN (MMIVNAD) TINNY NYIN @
.12 "D

nmMie e

YION IN NN 97 NYAI 0N ,AND e
.MININ MINN

D0 DY JPPVIDA VIV ,MMNINN o2 IO
NPYI JPPVID) INNND DYIN INND MYNIND
TOVD 11 THRN XD, MINK MINYIN DY NHOwa
P00 ONNDN MYNN NN Y 19INI

: DN ©MPN2 NI NI NNTO W

To W DX NXOYID TN NNT 1N NpYT
DYOWNNNN NDIWI/NNMIL DINYPN DINIVINID
LDXNINAN IN NNDOVI PYP DY D DINMN IN
MNM NPT Y WOV 7o Y WIANND NYY 2T
MYY NI .OMN NIODON NPNY NDYY TUN
19N POINY N PPV NIV NN PIOIND
JVOONND NYIND IMYNY

NIPON NX MOYNY NVWY JPPOI0 01NN

N1 DINY,NTNA DINOT : NPNTY) DIMNND
YN DT (NI IN DY DY OHDD DI
NNTO W .0MN D01 GN) DN NPND DMWY
IN NIV IN DN NMOY DY NIPNIA RN TN
91909 PPTIM 1ON» , 01N DY DMINN DI
DTN

TMTRYIND DYDY DVY JPO0I0 : NNTIRPIN

SY TPHINNS NINNNL NIMIND HHD-T172 IWN
DR NNT . PNNIN NYHN 0PNV, 00970
Y922 DMWY 521NY DIDY MY 1OVW RY

DN MO0 NPNY OMVYN NI

NYI9N NPN DNIVP BT 9903 WP MISMN
AP0 21902 YNINNY NNIVYYY NONYN INNRD
NPOVN 90N NPNINND NTIIY NN I NIYIN

NNTO W . 01T NIISYY MY»DN NPOL .OTa
DT IN 192N PNAN NN ON NN TN
.12 N0 XYY NLND

970N NN NINVIND N952 0T WP MINNN
7°990 DT ©YPAVNN DTN YD DY IPNINNY
NYUNRIN YTIND TIMNINX N MYNIND .NONYINN
T2 ¥ DN NXOYID P10 NI ¥ .NONYNN INND
NYN DN TINMA I NV NXMA IMYNYNI NP
.7PYON NONWIN 1YW NIND ANO2

INNT MYN




$ VDI INNTY MOV IRND MYIN

5y YWY MNHYY) TINSD HIINIY INNY MYIN
(099101 10 993 1 Y9YV19N 99

DYPTHN , DN DININOT) DINNN

, MINNNNN NPIWIN 79772 DINT ; (DPNMIVN
Y5972 DT ; (MNNVINID) MNO NPOT D

s ML MDD DY NPT N NNPOHYN NNPOWIN
DV N7902 N ) MNIN ; 1NV YD1 T2 DI
DNNMV HY MM MNI ; (DTN OT ONN
MmN ; DT (DXTIAINHNIVI HIITVOND , DY)
201 NN MDY D25 DT NN DY M)
191970 D72 NPOL HY N0 DT ; DIPMD
TMNIVXN ; OMNY NN NPIN IR DIDTI DI
99y DN DMPNA YN ,20N PV D)
;29N YV DTN NDRY N NN NPNOND
IUN,NTNN N2 H5N2Y NINGIA DD MIAVSN

;TDOV) ANIPY DD NYY DNNN DIPNI

; (D72 9970 DY N2 NNI) NI DY NYIIN
PYP ;NTIN; DT POYN DY MO MNI
;T2 DT NND 5 WK NI ; (MINDINR) MNTIN
YR YT-DY YUNT I NDYON) DTN NPPD
;T19°N2 ;9O ; NIV NP ;OWOVY ; (DT

;DN ;D90 AND ;YOI AND ; MPNY; NP

DY NYPN XD NNONN ; MNP DD MIAVSN
.DOYND

1 192 5y ¥2aYnY NMIYY) MN2IY INNY MmN
(099101 100 Y92 ©YY9V1I 10 -Y

DIV DI ; DY DI ; DT NOYIN

DV M DY NI PRI ;W JVID ; DIPOIV
DY D072 DNYTN DT RN NPOL HY M) MNI
1921 AN ; DINYTN OT NN DIN ; NN RID N
DTN Y952 DT HVIP MNP ; MPN; PN N
IP°¥2 SNYUN JTIIRD DYDY DINDOW 1YDON HY
NN DMNVYNIN DM 30 DY TN 192

DN ; OTN NWAIPA NYIN ; 1PDIN NONWYN
P9YT ; D72 DNYTN DT ONM NPOL DY NN
DTN NN 190N N1 ; GRNN DIPINIT ; NN
mban ,nYoin J)1Yah o0MvY DIMIVHIION)

2 MDINN MLDIN ; (D¥NON DI
NN MANM (MIPPVNR) NTIID ;NI
PN IN NN HY MNAINMD D MODN

D’2°5 ;292152 NPT ; NN, (NDTIIN)

;MY PNIAYN ; DIV OAND ; DIPINMN YAND; N9
(7°397) YP2 ; MNN-PN .; NP MYI9N
MP>T2 5¥ MPPN RO MXRNIN ; MNNIN NN
725

51901 INNY MYAIN

Yy YAWUNY MNYY) TINND MNIY INND MY

; DN (D990 10 Y92 1 H9IVMIN I

OV MM NINT ; NNPHYN NNPIWIN D772 DI

; DT (DTIHIIVY DITVDND |, DI PIY)DNIMVY
NN NN NYYN) DAY DT NN DY M) M9
IUN ,20N PYA O3 MNAVXN ; (DN

NRY N NN TPNINY NDIDY DMNNN DIPNI
55Na DD MLV ;29N DY DTN

1210y D1NN OMIPNL YN ,NINI/NINID

7199) NI DV NYNN ;NNOWI AP DYND
;102 AND ;A DT NNY ; (D72 990 DY 1M
(M29N) Y2 ; (MNP DN MIIVEN) NPNA
1) NOYID 1139 DIV TYNN : NN N

112 5y ¥aUNY MNYY) MNPV IRND MYIN
DIMINY (0299991 100 Y53 BrYIVN 10 -H
OVIN Y72 DI ; DIYND DT ; NV Y772
905 AND ; NP ; NYNA ;DIVHY ; MNNNNN
DV HOVIN N TIPN ; PN IN GNI,IIINT IND
-DY OURY DT DD NNRION) DX NPPI ; DIYNO
952 DT OWAIP MINIVN ; (DT VPO

DTN 95 HY MININNS NNOION) NINYIND

YTAIND DYDY MIYYY 1PDID DT DIPIDNN

SV N2 NN ; DTN NYMIPA NYIAN ; (ONYN
MMNIAND INA DT 5P2IND NDIVYY DT NPDL
OT NN DY NI NNI) NPNIN ;NYD NNNN

DTN NN 19002 MNINT I NI ; (DDYTN
DYIVIYIDN) DTN NPDLI DINVYVTNN D250

; (D990 DN MYaN ,NYDIN 51925 DMy
SY MINAND ; XN9Y 51N MDD MLDN
MNMYPY ,NNNIN NYIN,NON ,DONOVN D297
25352 NPYT; TIN NN DY MNP DINYY
DY712 DNN DXIARD NPND DD DINIVIION)
NN ;N9 DOYNI ; (NIANN JTINY MNXRPN ,JOAN
1T ROYID NI NV TYNN : NIIN-PN ; )NV




1932 DY YIOUNY MNYY) MNIY XY INND MYIN
1 (9299991 1,000 92 0H99V1n 10 -H 1

; (ND1919) MPVLIYIDN NNVPIN DY MVID DY)
;TN NPYT ;5 PIVDIVOL HY NI MNY
.NANN ;725N OV NPOT

122 Yy AYNY MNVYY) MNIY XY NN MYIN
;I : (0999991 1,000 Y53 0Y9VN 10 -H 1

D7 NN DY DIN) NN ;O>PIV ANRD

D212 DIMIVANIDN) MNIL NPT ; (DTN
AT DININANY NIWI YR DWW D195

125 NONN ;5 XNY0N TIPON NMIYIIN ; (NNIVIN
NANNN) NANN ; NIV XY NPHYO NWIINA INDNN
99012 N ; (NN 1NV YA DY DMOPYM NN
DV NYI2N NN NPNM) NN DXINIAN YN ONN
71391 91902 TYNN : (OO D19 NXAND D)
1T NOYID

=9 112 5y YaVUNY MNYY) M7 IRND MYIN
ND NY120V8N (0999191 10,000 Y93 ©Y59YVN 10
D212 OMMVANION) MNI NIAYN DY NPPN

; (MW MYUPY, MAMY TUNNN Y NWY 91555
TVNN : (MY PPIPN NNMIY) OTN XD52 NPYT
1790 NOYID 139) 91902

N2 YTIN THIRYOINND MYNN MDD 90102
5915, TaYN MPITA DY MPIN NMINNIN D
T TOW NOYIN 1Y .Y Y NIipan HY miprTa
.DMPY YOIV MTD DT MPPTA T

IUNRI IN,NPNNN IRNDT MYOIND NNN ON
NIN, )10V 1IN NIV ORND NYNINN D0 NNN
RO NI







