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5.PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antigrowth hormones, ATC
code: HO1C BO3.

Lanreotide is an octapeptide analogue of natural
somatostatin. Like somatostatin, lanreotide is an inhibitor
of various endocrine, neuroendocrine, exocrine and
paracrine functions. Lanreotide has a high affinity for
human somatostatin receptors (SSTR) 2 and 5 and a
reduced binding affinity for human SSTR1, 3, and 4.
Activity at human SSTR 2 and 5 is the primary mechanism
believed responsible for GH inhibition. Lanreotide is more
active than natural somatostatin and shows a longer
duration of action.

Its marked selectivity for the secretion of growth hormone
compared to that of insulin, makes this a product suited to
the treatment of acromegaly.

Lanreotide, like somatostatin, exhibits a general exocrine
anti-secretory action. It inhibits the basal secretion of
motilin, gastric inhibitory peptide and pancreatic
polypeptide, but has no significant effect on fasting
secretin or gastrin secretion. Additionally, it decreases the
levels of plasma chromogranin A and urinary 5-HIAA (5
Hydroxyindolacetic acid) in patients with GEP-NETs and
elevated levels of these tumour markers.

Lanreotide markedly inhibits meal-induced increases in
superior mesenteric artery blood flow and portal venous
blood flow. Lanreotide significantly reduces prostaglandin
El-stimulated jejunal hydroelectrolytic secretion (water,
sodium, potassium and chloride). Lanreotide reduces
prolactin levels in acromegalic patients treated long term.

5.1 Pharmacodynamic properties

Pharmacotherapeutic group:
hormones, ATC code: HO1C BO3.

Lanreotide is an octapeptide analogue of natural
somatostatin. Like somatostatin, lanreotide is an
inhibitor of various endocrine, neuroendocrine,
exocrine and paracrine functions. Lanreotide has a
high affinity for human somatostatin receptors
(SSTR) 2 and 5 and a reduced binding affinity for
human SSTR1, 3, and 4. Activity at human SSTR
2 and 5 is the primary mechanism believed
responsible for GH inhibition.

Its marked selectivity for the secretion of growth
hormone compared to that of insulin, makes this a
product suited to the treatment of acromegaly.

Lanreotide, like somatostatin, exhibits a general
exocrine anti-secretory action. It inhibits the basal
secretion of motilin, gastric inhibitory peptide and
pancreatic polypeptide, but has no significant
effect on fasting secretin or gastrin secretion.
Lanreotide  markedly inhibits  meal-induced
increases in superior mesenteric artery blood flow
and portal venous blood flow. Lanreotide
significantly reduces prostaglandin E1-stimulated
jejunal hydroelectrolytic secretion (water, sodium,
potassium and chloride). Lanreotide reduces
prolactin levels in acromegalic patients treated
long term.

The inhibitory action of lanreotide on intestinal
exocrine secretion, digestive hormones and
cellular proliferation mechanisms is particularly
interesting for its application in the treatment of the
symptoms of endocrine digestive tumours,
especially carcinoids.

Lanreotide is clearly more active than natural
somatostatin and shows a much longer duration of
action.
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pituitary surgery or radiotherapy during the study period.

The inhibitory action of lanreotide on intestinal exocrine
secretion, digestive hormones and cellular proliferation
mechanisms is particularly interesting for its application in
the treatment of the symptoms of endocrine digestive
tumours, especially carcinoids.
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4.1Undesirable effects

Undesirable effects reported by patients suffering from acromegaly treated with lanreotide in
clinical trials are listed under the corresponding body organ systems according to the
following classification: Very common (>1/10); common (=1/100 to <1/10); uncommon
(>1/1,000 to <1/100).

The most commonly expected adverse drug reactions following treatment with lanreotide are
gastrointestinal disorders (most commonly reported are diarrhoea and abdominal pain, usually
mild or moderate and transient), cholelithiasis (often asymptomatic) and injection site
reactions (pain, nodules and induration).

The profile of undesirable effects is similar for other indications.
= Investigations:

Common: ALAT increased, ASAT abnormal, ALAT abnormal, blood bilirubin increased,
blood glucose increased, glycosylated haemoglobin increased, weight decreased

Uncommon: ASAT increased, blood alkaline phosphatase increased, blood bilirubin abnormal
, blood sodium decreased

» Cardiac disorders

Common: Sinus bradycardia

= Nervous system disorders

Common: Dizziness, headache

» Gastrointestinal disorders

Very common: Diarrhoea, loose stools, abdominal pain

Common: Nausea, vomiting, constipation, flatulence, abdominal distension, abdominal
discomfort, dyspepsia

Uncommon: Faeces discoloured

= Skin and subcutaneous tissue disorders

Common: Alopecia, hypotrichosis

» Metabolism and nutrition disorders

Common: Hypoglycaemia

Uncommon: Diabetes mellitus, hyperglycaemia

* Vascular disorders:

Uncommon: Hot flush

» General disorders and administration site conditions:
Common: Fatigue, injection site reactions (pain, mass, induration, nodule, pruritus)
Uncommon: Asthenia

= Hepatobiliary disorders

Very common: Cholelithiasis




Common: Biliary dilatation
= Psychiatric disorders:
Uncommon: Insomnia

Post-marketing safety experience:

Post-marketing safety experience has not identified any other relevant information other than
occasional reports of pancreatitis.

Updated

The profile of undesirable effects is similar for Bies all indications.

System organ Very common Common Uncommon Post-marketing
class (=1/10) (=1/100 to (=1/1,000 to safety
<1/10) <1/100) experience
(frequency not
known)
Metabolism and Hypoglycaemia, | Uneommon:
nutrition decreased Diabetes-mellitus.
disorders appetite*™, hyperghycaemia
hyperglycaemia,
diabetes mellitus
Psychiatric Insomniaf
disorders
Nervous system Dizziness,
disorders headache,
lethargy**
Cardiac Sinus
disorders bradycardia*
Vascular Hot flushes®
disorders
Gastrointestinal | Diarrhoea, loose | Nausea, Faeces Pancreatitis
disorders stoolsf, vomiting, discoloured®
abdominal pain constipation,
flatulence,
abdominal
distension,
abdominal
discomfort,
dyspepsia,
steatorrhoea**
Hepatobiliary Cholelithiasis Biliary
disorders dilatation*
Musculoskeletal Musculoskeletal
and connective pain**,
tissue disorders myalgia**
Skin and Alopecia,
subcutaneous hypotrichosis*
tissue disorders
General Asthenia, Uncommen:
disorders and fatigue, Asthenia

administration
site conditions

injection site
reactions (pain,
mass,
induration,
nodule, pruritus)




Investigations

ALAT

ASAT increased®,

increased®, blood alkaline
ASAT phosphatase
abnormalf®, increased®, blood
ALAT bilirubin
abnormal?®, abnormal®, blood
blood bilirubin | sodium
increased®, decreased®
blood glucose
increasedp,
glycosylated
haemoglobin
increased®,
weight
decreased,
pancreatic
enzymes
decreased**
Immune system Allergic reactions
disorders (including
angioedema,
anaphylaxis,
hypersensitivity)
* based on a pool of studies conducted in acromegalic patients
** hbased on a pool of studies conducted in patients with GEP-NETs
2982 Poya (MNG02 ¥R ) NIIND Y
MYPIANN MNINNN
YN vOPL M LOPY Yy P9
$ON 199N YNNYNY PN JON 199N YNNYHY PN

,Janreotide, somatostatin -5 11> v 75 vy ON
N (Somatostatin-5 ©MM%IN) NNIWN NMINND MNIN
L6 YD ANT) NNIND 22129990 ThND

D719 NTYPN NN NNINN

.N9INN 125901 TAND MW 9 I DN

.DYTOY NTYPN NPN NINN

YIw 9 .2

NN




7191902 wRnYn 1953

?n9990 wnwn 1953

vnnvn 4805 .3

DY PITD POY NI MNNN 297 WHNWAT W PN | py1ay PYy. KON MNNN %99 WNNWNY v 1NN 1novma
MO TP OR NN IN RN ML TPN DX NP IN NI DY
PN .TAD2 RN YT DY WIAP> DI190N 19INY )N S 5 5 > 19 R

PI935 PR DL NN Y NIYY PN. 7292 NN T HY WIAP DINVN NN NN

20¥9 THY TN YIDYY TYPD PN 9o 020 PN NYMND NI By Nayy

,NMINN 1 T2 Y92 MYV DX IN AN TN NYLVI DN DNYS TN YTHN WIDWD TYPN P Do

NI ,0¥9IN-172 DY 1PN 9TNY IN XNMIY T 119 M 19 Y92 MYV DX IN I NIV NYVI OX

YNND MYNN NNND 7Y NAN. TN NN NPIN ™3 YW PN TAY IR KA TN M9, NNINN

NYN NN NNND IN 4 PYDI MVLNMNM ION HY MADN 9N

INOYID nm:g;g’ ;;ﬁ]’:’.m;{; 22’;;2’3;;?;;2 MYMNN NNNY DITY NNN.TAIN NMHINND NIN NI

N 4 PYDI MOLNIIN VN JY MO NNY

PN,UINTN 101 1T NN NN DIVY NNOY DN 919N I9INT NIV INNIN NMYMHN NN NNIND

. N2 WY W .19 Mn D ANy

IN9YID NUN9N RN KDY NIRPND DN ON
DN D) .N9YIN MY NIMNY Y9 D190 THRNND v
91900 PYOANY PN, TMNII 28N NV DN
.NPITIN IN XD DY MNYONN NOY NN
292 N DOPNNN PITA LTYINT MNIN 510D PN
TPN DX DYIPYNA 1577 .NIN YV THNY DY
.DNY PR
,N9IN VINWY ¥INI MADN MIONY TO v ON
NPT IN KON PN

INNY MYNIN .4 INNY MYNIN .4 INNY MYAIN .4

915 S/ NVIN POIVIIDA VIV YN NJIN YD1 D
N .DOUNNYNNN PINI ONND MYAIND DYND
NDY 121 ORNDN MYNIN NNIWI XIPNHY DNN
AN ANK QRN 90N

NN NMIYION 1N MXIND INNY NIYN
M2NM NN DI DNIAN DY NPYL,NNDWN
PN IR NPOIPN

:MADN ORND MYNN

NN MY
100 NININ WO
ARl

I

0731 N1y NI MNIN

,IPVNI DT MINIYW OINND MYN

!

1
NMNNY IN WY NPYWI ,YNRI IND ,NININD ,
IEIRURSYSSSURRAIENS 110 13>V HY NNN9N
NPRNND NINI NPDIPHN MANN,
m»pn NY NTAYN MP>72 MRSN,
11N ) 072 91910 MNIA DN

919y H"MOVIN PNV VIV NN Y2 IND

.DOVNNYNNIN PINI RN MYMNY DN

O ORNDN MYMN NDOWI RIPNY DN ON

0N NNK 9NN 91200 KD

NN MYIN 1 MXINN IXNT NIYNN

MIANM NN DI DNIAN DY NPY, NN

PN MINI NPMPN

, XY MAIP DITOYY MYANNN OXNY MYNN

N2°N2, N9 I DYV , TN NN, WOV

032 NPV, NIN NN, DO, YOI ANI, IRPN,

N9, NPRNN TN NPMIPH MIANA, 1IN

97P5P )9129¥2 NMIYI9N, 1V MNN N, VI

,N0N 77T nann(, NP

, MMNIND(, 25N 2¥Pa NVND )PTIPYTI2 DD

NN IN AW NPYI, MOMY, YN YIND

9210 MM ) RPN, 9NN WY HY NNNAN
N9 T2YN MPXTI MXHOIN(,D0TA MO
1211992 M ALAT , ASAT 15 ) mydpn
Spwna n(, 1201 PN, IND,

Y231 MPINT DXTPYS MPNNT INND MYNN
"5y )PPPITII9dN, NIND,NPNA NNIY,0IN

T (, YYD Mary ) NIVOR(,19100 NNIA

) alkaline m»pn N5 DT MP T2 MINSIN, YW
(»»m mmphosphate

.2925N NPOT SV OIPN 190N DY NN'T

DAN UKD IN, DPNNN INNDN NIYHNND NNX OX

,)PY2 179NN ROV OINND NYOINN Y20

LNOYIN DY NN TOY




(919101-PONNN,IND, P MNI,ASAT,ALAT
MNN ON LIV MNX) , D3, MPNY RPN, 19PN
1991 Y997 NANIN (NP DIPOP) 9I12°¥2 MYI9N VI3

1

INND MY
PYYOUP ,0IN D)

NPV,

NN YR IN,NPHNND IRNIT MYNNN NNX DN
TOOV ,19Y2 NN ROV INNY NYMINN S0
RO DY XYY




