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LANREOTIDE (IN.N.) ACETATE | Page:

Statistical methads:

The intent-to-treat (ITT) and safety populations include all randomized patients who received
at least one dose of study medication. The per protocol (PP} population includes alf
randomized patients who received at least one dose of the study medmzmon and who dlci_not
have major protocol deviations.

Descriptive statistics, including mean, median, standard deviation, coefficient of variatic’n, )

-| mimmum and maximum values of the serum levels and the pharmacokinetic parameters as
well as the confidence intervals at each sampling time (visit) were determined.

Two different methodologies for assessing linearity were used (dose-normalized approach

.| and the power model). In order to verify the dose-proportionality of lanreotide antogel at
different dose levels, comparison of log-transformed Crar. Cogl and AUC normalized by
dose was performed at the first administration and companson of log-transformed Ciir 5,
Crup ze, Cavg and AUC, normalized by dose was performed at the last drug administration. AH
comparisons were conducted using analysis of vartance (one way ANOVA procedure} taking
into account the dose as fixed factor. Statistical significance was declared at p<0.05. &
Scheffe multiple comparison test was performed 11 order to detenmine which comparisons
among the doses were significant.

A non-linear power modet was also applied as an altemative method for evaluating linearity,
fitting a linear relationship between log-transformed parameters and log dose. The key
feature of the power model 1s the assumption of lineartty between log-transformed values of
parameters and doses. The mean slope of the log-transfornied parameters agamst log dose
were estimated and the corresponding 95% confidence mtervals were constructed. The
estimate of slope together with 1ts 95% confidence intervals are presented to quantify the
degree of non-proporionality.

No primary efficacy endpoint was defined for thns pharniacokinetic study. Secondary efficacy
endpomnts including the proportion of patients with mrean GH =25 ng/ml. and 5.0 agfml..
normahized IGF-1, and changes from Baseline in mean GH and IGF-1 are tabulated for both
the ITT and PP populations; changes from Baseline in acxomegaly symptoms are analyzed
only for the ITT population.

All safety tabulations are based on the safety population and were descriptive i nature; no
formal statistical testing was conducted.

Summary - canclusions:

Basehine data:

The study population was comprised of 12 women (67%) and 6 men (33%); median age was
41.5 years with a range of 28 to 67 years. Sixteen (89%) of the 18 patients were Caucasian

| and 2 (11%} were Black.

Median serum GH and IGF-1 levels at baseline were 23.4 and 7470 ng/ml, respectively.
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Phammaccokinetic resulis:

The single dose pharmacokinetics of lanreotide autogel were dose-independent in the dose
| range 60 to 120 mg. Dose proportionality was observed in the pharmacokinetic parameters
Cuin 1, Conax and AUC, With Coi 1 values of 0.725, 6.973 and 1 406 ng-mL'l;_ Crusx valdes of
1650, 3.543 and 3.053 ng:mL"™; and AUC values of 22.27, 37.29 and 48.49 ng-mL-"-d
obtamed for the 60, 90 and 120 mg doses, respectively.
Lanreotide autogel exhibited finear pharmacokinetics after repeated doses over the range of
60 to 120 mg administered once éve.ry 28 days. Pharmacokinetic parameters Crinss, Crnas s
and AUC, increased in a dose-dependent Hnear manner. Chin ss values of 1.822, 2511 and
3.762 ng:mL™; Cpu s values of 3.821, 5.694 and 7.685 ng-mL%; and AUC, values of 68.79.
85.11 and 126.66 ng-mL'I ‘d were obtamned for the 60, 90 and 120 mg doses, respectively.
During the dosing interval, average steady state concentrations (Cavp) of 2.457, 3.040 and
4.523 ng_-mL'l were observed for the 60, 90 and 120 mg dose levels, respectively.
Four consecutive lanreotide autogel administrations praduce # slight accumulation i the
body independent of the dose level, with a mean accumulation index of approximatefy 2.7.
This accumulation result is not unexpected considering the long half-life of lanrectide.
Peak-trough flnctuation (PTF} during the dosing interval was dose-independent in the dose
range 60 to 120 mg, with values of 81, 108 and 86% for 60, 90 and 120 mg, respectively.
Negligible initial burst release and overall control over entire releases after single and
multiple doses at the 3 dose levels (60, 90 and 120 mg) demonstrated the robustness of
formulation drug release.

Efficacy results:
Nene of the 18 patients had mean GH < 5.0 ng/fmL or normalized IGF-1 (age-adjusted} at
study baseline. At the end of the study (day 112), 6 (33%) of the 18 patients had mean GH
levels < 5.0 ng/mL, including 2 of 6 patients in the 60 mg group, 1 of 6 in the 90 mg group
| and 3 of 6 in the 120 mg group. Three {17%) of the 18 patients (179) had mean levels
=2.5 ng/mL; all 3 had received lanrectide 120 mg, and 5 patients {(28%) had normalized IGE-
| 1 levels, including 1 of 6 in each of the 60 and 90 mg groups and 3 of 6 in the 120 mg group.
Three (17%) of the 18 patients had both mean GH < 2.5 ng/mL and normalized IGF-1 (age- -
adjusted) by day 112; all 3 of these paitents had received lanreotide 120 mg. -
A progressive decrease in mean GH was noted from baseline over time on study with mean
(£ SD) decreases of 51.3 (+ 28.0). 54.3 (= 33.7), 57.1 (£33.0). and 60.6 (£ 27.6y ng/mL noted
at days 28, 56, 84 and 112, respectively. Mean IGF-1 decreased from baseline to day 56 with
‘& plateau noted between days 56 and 112; mean (£SD) decreases in IGF-1 of 15.9 24D,
201(=259), 194 (£ 24.8), and 19.1 (£ 27.9) ng/ml. were noted at days 28, 36, 84 and 112,
respectively. ’ .

More than half of the 18 patients showed imprevement by day 112 m the acromegaly
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symptoms of perspiration (78% with improvement), swelling of extremities (61%) and
headache (56%) and one- -third or more showed improvement in fatigue (44%) and joint pain
(33%2).

Safaty results:
All 18 patients experienced at least one adverse event during the study. The most comnboniv

reported events were diarrhea (8 patients, 4494}, flatulence (6. 33%6), nausea (4, 22%)),
-| abdominal pain (3, 17%), vomiting (3, 17%), headache (3. 17%), constipation (2, 11%} and -
cholelithiasis (2, 11%9). The latter events were reports of biliary sludge noted on gallbladder
‘ultrasound for 2 patients in the lowest lanreotide dose group (60 mg). All other events were
reported in only one patient each. There did not appear to be an increase in incidence of any
adverse event across lanreotide dose. _

The majority of adverse events were mild to moderate 1n seventy. Only one patierst
expertenced an event (headache) that was assessed as severe in mtessity by the investigator.
There were no deaths or treatment-emergent serious adverse events reported dunng the study
and no patients withdrew from the study due to adverse events.

There were no clinically significant changes noted 1o clinical laboratory parameters,
including hematology or chemistry, for any dose group or across all 18 patients. As welf 1no
clinically stgnificant changes were noted over time on study for any vital signs parameters.
The presence of putative antibodies to Ianrectide autogel was observed in one of the 18
patients in a sample obtained prior to study treatment. The sponsor confirmed that this patient
had not received previous treatment with Ianreotide; prior therapy with short-acting
octreotide was reported.

Based on centralized analysis of ECG and echocardiography data with review by a board
certified cardiologist, electrocardiographic and echocardiographic analysis was
unremarkable. Mean guantitative cardiac electrophysiologic and cardiac chamber dimensions
were within normal ranges for the population and did not appear to exlubit any change over
time. Valvular regurgitations were typical of those commonly seen in a general population
and did not appear to show any change over time.

Conclusion: _
In conclusion, the single-dose pharmacokinetics of lanreotide were dose-independent in the

dose range 60 - 120 mp. Lanrectide autogel exhibited Iinear pharmacokinetics after repeated -

doses over the range of 60 to 120 ing administered once every 28 days. A shght accumulation
of lanreotide in the body was observed at all dose levels, with mean accumulation index of
~2.7. These accumulation results are not unexpected values, considering the long half-life of
lanreotide. Peak-trough fluctuation was dose-independent. Negligible imitial burst release and
overall control over entire releases was observed after single and multiple doses at the 3 dose
levels demonstrating the robustness of the formulation.
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(For national authority wse
only}

Lanreotide autogel, at doses of 60, 90 and 120 mg, effectsvely reduced mean serum GH and
'IGF-1 levels in ~ one-third of patients after 4 administrations separated by 28 days with a
cleat trend toward a dose-response relationship. As the patient sample size was kmited, dose
adaptation was not allowed, and duration of treatment was limited, as planned, no definitive
efficacy conclusions can be drawn. Full assessment of lanreotide auto gel efficacy should be

based on larger and longer term studies.

These 3 dose levels of lanreotide autogel were safe and well tolerated in a small number of

patients with active actomegaly.

Date of the report: 09 January 2003

APPEARS THIS WAY
ON ORIGINAL
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Study E-54-52030-038

" {Xame of company INDEVIDUAL STUDY TABLE FOR NATIONAL
Tpsen Biatech REFFERING TO PART IV | AUTHORITY USE ONLY
Name of finished product ' OF THE DOSSIER
Lanreotide autogel »

| ame of active ingredient Volume : Page:

Lanrectide

Study tide: Randomised, parallel, and double-blind phase I study in bealthy voloateers, testing
slow-releaze autogel formufations of the somatestatin analogue taarectide

Investigators:

ey

Stadv centrefs): =~ - —

e

Publication (reference): -

Stadied period: 112 days Clinical Phase: Phase I
Date of first envelment: 30 October 1997
Date of last completed: 15 June 1998

'Study description: Pharmacckinetics of lagreotide following the single adnunistration of one of
7 different treatmentz/routes of admindsiration of lanreotide antogel fn 42 healthy volunteers (6
voluateers per treatmient/route of admtnsstration}.

Interaction anafysis of lanreotide with ciclosporin and vitamin K

Objectives:

Primary objectives:

1) Evaluation of the fineatity of the pharmacakinetics of lanreotide zutoge! following single 1.
injection of 66, 90 and 120 mg using §.246 mg lanrectide/mg autogel formmlation.

formmiations confaining ==~ (inop sad s.c. rowtes), 0.246 (im. and sc. routes) an® ~—
{i.m. route) mgimg lanreotide. )

3} . Evsluation of the absolute bicavailability and dispesition function of the lanrectide sutogel
forpulations administered by subcutanecus and intramnscular route, with reference to an
intravenous bolus of a lanrectide solution.

2y Compartison of the pharmacokinetic profiles of lanreetide autogel 60 mg using thel.
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Objectives (continued): -

Secondary ohjectives:

1) Evaluation of the focal and systemic tolerance and safeiy of lanreotide autogel. )

2y Evaluation of the phasmacckinetic interaction potential of lanreotide with ciclosporin and
vitamin K. Results of the interaction study are preseated in a separate report.

Methodology: Paraltel, randomised, double-blinded administration of different slow-release
lanreotide autogel treatments as single s.c. or im. ‘injection to healthy volunteers after
administration of a single t v. bolus of lanreotide to all volunteers.

Number of subjects: 42 healthy volunteers (6 volunteers for each lanreotide autogel treatnient).

Diag:'nosis‘and criteria for inclusion: healthy volunteers from 18 to 45 years of age

Test product, dose and mode of administration, baich N°:
Lanreotide 1 mg iv., batch N® E001 (refeasing numbers: FENP)
Lanreotide autogel — mg/mg 60 mg s.c. and £ m , batch N° N7005%
Lanreotide autogel 0.246 mg/mg 60 mg s.c and im_ _ batch N* N70050
Lanreotide autoge! 0.246 mg/mg 90 mg i m , batch N° N7(052
Lanreotide autogel 0.246 mg/mg 120 mg im., batch N° N70053
Lanreotide autoge) ™  ag/mg 60 mgim  batch N° N61007
|Lanreotide placebo, batch N°FO02 (releasing numberFBNQ}

Duration of treatizent: 1) single doses of lanrectide solution i.v. bolus, 2) single doses of s.c. or
1.m. lanreotide autogel injection. ’

Reference therapy, dose and mode of administration, batch N% na.

Criteria for evaluation:

Pharmacoldnetics of lanrectide : Main sbsception and disposition parameters (Cg, Crazy, tma,
AUChg, AUCxys, L, F, CE, CLF, Vz, Vss. tya, i, tiv, G2y, MR T MRTing)

Safety: Local and systemic tolerance, standard biochemical and haemstological analyees,
phrysical examination, ECG :

Statistical methods: Non-parametric statistical tests (Kruskal-Wallis) wete used to assess
ireatment differences in the pharmacolinetic parameters estimates for each treatment.

Results of laboratory safety measurementis were expressed as percent change between Day 21
and pre-stady (baseline) values snd between post-study and pre-stady (baseline) values. A paired
ttest was performed to assess whether these percent changes were significantly different from 0.
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SUMMARY - CONCLUSIONS: -
Pharmacokinetic results:

The lanrectide release profiles afier the administration of fanreotide autogel are simifar for all
tested formulations - ™ 0.246, © — mg/mg). routes of admunistration (i (ehtesl) or sc.

fparumbilical)). and doses (60, 90 and 130 1ng), except for lanmreotide autoge! ~~ mgimg 60}

mig administered 1.a1, which elicited a different profile-with a quicker refease cf lanreotide.

The absolute bioavailability of snreotide afler £:m. of s.c. admiritstration of lanreotide antogel i3

of appmximately_ 60 to 70 % for all tested formuizations, routes of adminssiration, and dozes.

The terminal haif-life of lamectide after im or s.c. administration of fanreotide autogel is
approximately 4 weeks with afl tested formulatians, routes of administration, and doses, cxcept
after the £ m. administration of lanrectide autogel 0.205 mgfmg (1% of 12 + 4 days). s

A Hnear relationship is observed between the 60, 90 and 120 mg doses of laureotide auto«ei
6 246 mg/mg 1 m_and the measured lanrectide levels.

The formulation of fanreotide autogel does not influence the pharmacokinetic profile of
lamreotide, except for the — mg/mg formufation which, when administered im., refeases
lanreptide more rapidly than after iz s c. administration

In geneml there is no marked influence of the route of administration (s.c. or 1m} on the
phamacokinetic profile of lanrectide. However, the tm administration of lanreetide autogel

" mgfmg 60 mg elicited a release of lantestide of markedly shortex duration than with &l
other treatments.

The “apparent elinnnation™ half life. appears to be slightly longer in females than in males. The
pharmacokinetic profile after the im. administration in females tends ta be close to the ones
ohserved after s.c. administration in males.

In 2 volunteers after the in: adminisivation of 2 differeat formulations "~ mg'mgand —

mg/mg} of lanrectide autoget 60 mg fanseotide release iz characterized by an abnormally high|

Copag and & shoet duration.

Safety results:
Local and systemic tolerance afler the extra-vascular admimistration of lanreotide autogel is
. |good.

Laocsl tolerance is better after the i.nx. than after the s.c. administraticn of lanvectide autogel, with
rare occurrences of redness, swelling, tendermess and mmdurations. Redness, swelling sud
tendemess are more rare and of lesser infensity after the s.c. administration of lanrectide avtogel
whea compared fo placebs nuloaded PLGA microparticles administered s.c..

The frequency of indurations is equivalent after the paraumbilical sc. adminsstration of]
laprectide awtogel and placebo unloaded PLGA microparticles. Indusations were observed in
almost all volunteers having received these freatments. Indurations are of greater swrface area
with placebo unloaded PLGA microparticies administered s.c., but are of much longer duration
with lanreatide sutogel adurinistered s.c. in the paraumbilical region (9 volumteers still had
nodules af the end of the stady). No abnormal finding @ systemic tolerance was observed with

any dose of lanreatide autogel or with any route of administration.
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Synepsis (continued)

Conclusions:

Lanreotide autogel elicits a prolonged lanrectide release and has a safety profile compatible with
the requirements for a slow release fornmlation of Ianfeotide with a one mionth dosing intervat.
Lanreotide release profiles are almost log-finesr, the infer-individual venability appears to be
low, the absolute bicavailsbility is approximately 60 to 70%, and ihe terminal halflife
approximately 4 weeks.

There is a linearity between the 60, 99 and 120 mg doses (0.246 mg/mg) and the lanreotide
serum concentration. :

The lanrectide levels observed 29 days after the im. administration the 65, 90 and 120 mg doses
(6346 mgfmg) of lanreotide autoge! are compatible with its use as a monthly dosing-interval
formulation. Lt
The 0246 mg/mg formulation of Ianreotide autogel is an optinum candidate, as it elicits similar
lanreotide release profiles following im. and sc. administrations, while the strength required for
ifs inyection is compatible with a clinical nse.

A deep s.c. route of administration might combine the advantages of both the s.c. and the im
routes. i

Date of report: 02 Décember 1998
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Name of SpaeasoefCompany tndividuat Study Table . | (For nationat authority use only)
Referring to Part [V A-2
e / s
Name of Finished Product : of the Dosster

Name of Active Ingredient(s) : | Volume:

LANREOTIDE (INN} Page -
ACETATE

Title of study : . :
Phasmacokinetic profile of the somatostatin analogue lanreotide in patients suffering from
severe chronic renal insufficiency.
(Perfit farmacocindtico del endlogo de la somatostating BiM-23014 en pacientes afectos de
insuficiencia renal cronica severa. Study code: 95/33. Spanish Ministry of Health).

Study Number: £-92-52030-011 (Beaufour-IPSEN Group Code)

Study Number: 06-BIM23014-94 —  T—

Y —  95/PKSNZ —_— —_—

Investigators : v M

N, . s - 2
Study centre(s) - - o
| Publication {yéfgfencz} :Nome

Studied period (years) @ 2 Phase of devetopment |

Date of first enralment; 2570971995 Phage 1 study
o . 11997 {pharmacokinetics, special

Date of last completed: 24 /077 199  population)

Objectives : Following one intravenous bolus injection of 7 pg/kg of lanreotide to healthy
volunteers and to patients suffering from severe chronic renal insufficiency, the time courses of
serum lanteotide lovels were assessed in order to compare between groups the values of the
wmain pharmacokinetic disposition parameters: disposition mte constant (), disposition half-
life (), initial serum lovel (C(0)), acea uader the serum concentration time curve from time 0
to the last expetimental time (AUC), area under thé serum time. curve from time 0 to infinity

distribution volumes (Vy, Vi and Vy).

{AUC), mean residence time from time 0 to infinity (MRT), serum clearance (CL) and| .

| Methodology 1 Qpen label and paralle] pharmacokinetic cligical trial, with & controf group of
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Name of Sponsor!Comparry : {ndividual-Study Table (For national ai;rhari(v uxé_)m}}j
/ / Referring to Parr IV A-2

Name of Finished Product : ot the Dossier

‘Name of Active Ingredient(sy : | Volume :

LANREOTIDE (LN.N.) Page -
ACETATE .

healthy subjects.

Number of patienté (planned and analysed) : 13 patients and 12 healthy subjects,
One patient (administered by i.v. infission) was not included in the pharmacokinetic analysis.

Diagnosis and criteria for inclusion : Severe chronic renal insufficiency (end-stage rensl |
failure requiring haemodialysis).

Test product, dose and mode of adniinistration, batch number :
Lanreotide, 7 pgfkg, i.v. (bolus} injection, batch no. D003,

Paration of treatuieat ;

One intravenous bolus injection:

Reference thevapy, ddse and mode of adasinisteation, batch aumber ¢
Not applicable, v

Criteria for evaluation:

Pharmacokinetics; The main pharmacokinetic disposition parameters evaluated were:
disposition rate constant (%), disposition halflife (ti3), initiat serum level (C(0)), area under
the serum concentration tite cucve fram time O to the last experimentat time (AUC,), area
under the serum time curve frotn dme ¢ to inflaity (AUC), mean residence time from time 0 to |
infinity (MRT), serum clearance (CL) and distribution volutmes (Vy, V,, and V,).

Clinical and laboratory standard examinations.
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1 Statistical methods : o

Pharmacokinetics: The pharmacokinetic amalysis was performed by a non-compartmentat
approach using the WinNonfin pharmacokinetic program -(Scientific Consulting, Inc. 1995,
Ver 1,1). The pharmacokinctic values were compured between groups by mesas of the
Student t-test after logransformation of data. Values of biochemical and haematological
parameters were compared within groups (before and after drug treatment) by means of the

between groups by means of the Fishes exact test, P<0.05 was considered statistically significant.

paired t-test or the Wilcoxon Signed Rank test. The occurrences of aiverse events were compared |

SUMMARY « CONCLUSIGNS :
PHARMACOKINEHC RESULTS : The main pharmacokinetic results are shown in the followiag table.

Haafthy Patients with severe
LT aniy Sta! :
volunteers  (n=12) fmalimg;:muy Statistics
) »Pmmﬁ«.:rjf___ thean &d M m ‘ 'pru ’
cioy g 12718 1847 0745 274 00196
tg B X - 0.68 239 115 .05
. AIC g ke 3230 118 6295 a7 0.0020
MRT & 065 048 a77 020 NS

ct Ayt 0244 0092 0.438 0.060 o002t

v, ixg”’ 0092  007¢ G040 00X 00203
v,  thg? 9112 01960 0.110 0.082 NS
v, kg7 0458 0289 0442 0.205 NS

KNS : ne stalishoaty siguificand diferences (p*0.051

Statistically significant differences between the two population groups were found in most of
the pharmacokinetic parameters analysed (except in Vi, V; and MRT). As related to the
 values obtained in healthy subjects, total sécum clearance values in patients with severe chronic
 renal insufficiency decreased by & factor of about 2. Couversely, values of typ amd AUC
increased in patients with severe chronic renal insufficiency as compared with the
sortesponding valaes in healthy volunteers.

SAFETY RESULTS © Advefsé events were recorded in 8 patients and in 6 healthy subjects. All

were related to the study medication according to the investigator’s criteria. A great number
of events were of gastrointestinal or vasomotor origiss.

n relation to baseline, the i.v. bolus of 7 ug/kg of lanceotide to chronic renal insufficient
patients induced a clinically and statistically significant increase of diastolic blood pressure
(with a concomitant decrease of heart rate values) at 5 and 10 minutes after the administration.
“The treatment sdid oot lead to clinically sigaificant changes in the laboratory parameters,

events recorded were not serious, Their intensities were reported as mild or modecate and |

A reduction in the total serum clearance and an increased half-life were observed in patients |
with severe chronic renal insufficiency treated with one single intravenous injection of 7 pgkg
of tanzeotide.

Date of the report © 24 August 1998
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E-92-52030-012

Name of Sponsor/Company : | Individual Study Table, | (For national authority use
. only)

‘ Refcr&ng to Part IV A-2
Name of Finished Product : -of the Dossier

Name of Active Ingredient(s) : | Volume :

LANREOTIDE {IL.N.N.) Page :
ACETATE .

Title of study :
‘Pharmacokinetic profile of the somatostatin analogue lanceotide in clderdy subjects,

Perfil farmacocinético del anglogo de la somatostaiing BIM-23014 en el anciano. Shudy ende:
95132, Sparish Ministry of Healiky).

Study Number: E-92-52030-012 (Beaufour-IPSEN Group Code)

Study Mumber: 07-BIM23014-94
95/PKS/14 /

e

!”'l_l.l."»;egt'irga tors:

[

f Study centre(s) :
| / / ;
Pablication (r;fgrenct) ¢ None » ‘
Studied period (years) 1 » Phase of development ;
- Date of first enrolment: 12712/ 1995 . ‘Phase I (pharmacokinetics,
Pate of last completed: 09/ 02/ 1998 | special population)

Ohje:twcs Following ene intravenous mﬁmon of‘:‘ pgkg" of lanceotide to young healthy
voluateers and (o elderly subjects,. the time courses of lanceotide sarum levels were assessed
to compare the values of the main pharmacokinetic disposition parameters between the

| groups: disposition rate constant (X.), disposition halflife o), area under the serum
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Name of Sponsor/Company : fadividual Study Table {For na:ia;;}&tlmriqx use

anly)
- Referring to Part IV A-2
Namie of Pinished Product © | of the Dossice

Name of Active Ingredient(s) : | Volume :

LANREOTIDE (IN.N.) Page .
ACETATE , | .

concentration Gme curve fram tine O to the last experimental time {AUG), area under the

serum concenteation time curve from time 0 to infinity (AUC), mean residence time from time

0 to infinity following the infusion (MRT:y) and adjusted for the infusion time- (MR*FW,)
total serum clearax\ce (CL) and distribution volumes (V,, and V,),

Methodology 5 Opfm fabet and paraifel pbamnuolmcuc dlinical trial, with & control groug of |

young healthy subjects.

Number of subjects (planned and anaivsed) 13 young md 12 elderly volunteers anaiysed -

(planned 12 and 12, r&specuvety)

Dizgnosis and cmcria for inclusion : E!der{y subjccts (over &35 years).

Fest product, dose and mode of admamstmwn, batch nwumber ;
Lanceatide, 7 ugkg”, i.v. infusion administration, batches DOOS and E0OL.

' Buration of treatment :

One intravenous infusion (20 niinutes).

{ Reference therapy, dose and mode of administration, batch number :
Not applicable.

Criteria for evaluation:

. The main pharmacokinetic disposition paranicters evaluated were:
dlsposmon rate constant (?Q disposition haif-life (L maximum setum concentration
(Cox), timie to reach maxiomm seoum concentration (f..), area under the seram
concentration time curve from time 6 to the last experimental time (AUCY), area under the
serum concentration tine curve from time O to infitity (AUC), mean sesidence time from time

0 to infinity (MRT;.0) following the infusion and adjusted by the infuston time (MR Tyu), total |

serum cleatancs (CL) and distribution vo!umes (Va and V).

Safety:

Chnical and laboratory standard é;i:amimﬁnns.
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Name of Spoensor/Company : Individual Study Table {For national authority use

oudy)
e | Referring to Part IV A-2
Name of Finished Product of the. Dosgsier

Name aof Active Ingredient(s) : | Volume :

LANREOTIDE (LN.N.) Page :
ACETATE

Statistical methads : ' : s
Pharmacokinetics: The pharmacokinetic analysis was performed by a non-compartmental
approach using the WinNonlin pharmacokinetic program (Scientific Consulting, Inc. 1995,
Ver. 1.1). The statistical comparison of the main pharmacokinetic parameters between groups
was performed by means of an unpaired Student t-test, after log-transformation of the data
(with exception of t,,). The U Mana-Whitney test was used in the case of teae Values of
| blochemical and haematological parameters were compared within groups (before and after
drug treatmeat) by means of the paired t-test or the Wilcoxon Signed Rank test, P<0,05 was
considersd statistically significant.

SIMMARY - CONCLUSIONS - )
RMACOKINETIC RESULTS : The main pharmacokinetio results are shown in the following table.
gy sy s
Laemaler Uity . MEAR 3D o 2 MEAN 5o
gt N 033 a b3 033 L4 12 ng
. G apel’ B4 N W W U 12 ons
tess e 094 0 134 073 12 <065
B ngartae 26w S8 i3 ;a7 %41 82 N&
v, bt 3787 IS W G BENE 2 00S

€L wtagt 6T G 1AM WS 12 NS
WA Tens ke o5z o8 13 T oxr. 12 <8
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lanreotide serum levels detected up 10 4-6-bours affer the end of the infusion. Slightly more
inter-individual variability was observed between the clderly subjects, with lanrectide serum
levels detected longer, up to & to 12 hr after the end of the infusion. ' o

Similar ‘mean peak serum concentrations of lanreotide were observed folfowing the

Lanreotide pharmacakinetic profiles were similar within the group of young volunteers, with

intravenous infusion in both population geoups. The corresponding values were 48.46 & 11,24
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‘Name of Sponsor/Company | ludividual Study Table (For national aﬂfkofié' uye
' anly)

| Referring to Part IV A-2

Name of Finished Product : of the Dossier

Name of Active lﬁngrcdicnt(s) 1| Volume :
LANREOTIDE (IN.N) Page :
ACETATE :

ng.ml’ in young volunteers and 48.75 £+ 14.63 ngmi’ in eldetly subjects, respectively. A'|

similitude between groups was aléo seen in relation to AUC values: 26,18 & 5,50 ng.mi™ bt
and 29.17 & 9,41 ng.ol " he in young and elderly subjects, respectivaly.

Statistically significant diffecences (P<0.05) were detected when both halffife and MR T

values were compared, with higher values obiserved in elderly subjocts than in young

volunteers (tiz: 0.94 £ 0.25 hr in young vs 1.74 £ 0,73 br in elderly subjects; MRTiue 0.69 4

0.09 br in young vs 0.93 + 0.21 kr in elderly subjects). On the other hand, no significant
differences were found in CL values between both population groups (276.76 £ 4919
mithe/kg in young vs 268.86 £ 105.96 (mltukg’ in eldedy). Consequently, the longer
elimination halflife in elderly subjects could be attributed to the statistically significant !
increase it the V., obsecved in the elderdy compared 1o the young (146.29 + 41.48 mbkg” in.

young vs 200,33 # 97.61 mi'kg" in eldedy subjects), rather than to the elimination process. |

However, caution shoutd be taken due to the greater inter-individual variability observed in
the elderly group. '

The statistical comparison of the maia phaomacokinetic parameters by gender did not show
statistically significant results in ciderly subjects.

SAFETY RESULTS : No serious adverse events wete obgerved durlng or after the Lv. infusion of

7 pgkg" of tanreatide to young and cliderly healthy subjects. The treatment did oot lead to
clinically significant changes in the laboratory parameters. '

CONCLUSION : Lanreatide serum Jevels after one intravenous infusion of 7 pgkg were
detected longer in elderly subjects than in young voluntesrs. The intravenous. infusion
provided no statistically significant diffesences in mean Cpoy, AUC and CL values of the
population groups studied. However, statistically significant differences were found i hass,
MR T g, iny 416 Ve miean vahses between both groups, with these parameters being greater i
eldedly subjects. The greater half-fife anid MR T wy vilties obtained in elderdy subjects in
relation to young voluoteers could be attributed to the distcbution phase rather than to the
climination process. 7 » :

Date of the report : 24 August 1998
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E-92-52030-013

Name of Sponsor/Company - | Individual Study Table - | (For national authority use ondy) -
Referring to Part IV A-2 _

- & BEAUFOUR IPSEN
INTERNATIONAL

Name of Finished Product : of the Dossier

Name of Active tug'redii:nt(s): Yolume :

LANREOTIDE (EN.N.Y ' Page ;

ACETATE . :

Title of study :

Pharmacokinetic profile of the somatostatin analogue lanreotide in pa&m suﬁ‘cmg from
hepatic insufficiency.

(Petfil farmacocinético def andlogo de la somatostating BIM-23014 ext pacientes afectos de
insuficioncia hepdiice).
Study Number: E-92-52030-013 (Beaufour-IPSEN Group Codse)

m,mmm 08-BIM21014.94 s o

9S/PKSN3 1
). Study codes: 9534, Spanish Ministry of Health and
FAR-729, Qzecthmyof ffwltl;l : .
’ E!lvesugztorr
} g ¢ )
Study centre(s) : s
/ 4
| 4 / i l
Publication (veference) : None o
Studied periad (years) : 1 _ ; _ | Phase of development :
© ‘Date of fifst enrolment: 27 /021 1996 . | Phase I (pbarmacokinetics,
. Date of last completed: 22/ 12/ 1997 | special population)
Ohbjectives : Following one mmvenog& afusion of 7 ugﬁ:g of lanreotide to healthy voluntm
ing from modétate to severe hepatic insufliciency, the time courses of }

and to patients suffe (i
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Name of Active Ingredient(s) : | Volume:

LANREOTIDE (LN.N.) Page
ACETATE

serum lanreotide levels were assessed. in order to conpare between groups the values of the
main pharmacokinetic disposition paramsters: disposition rate constant (A), disposition half-
fife (ti2), area under the serum concentration time curve from time 0 to the last experimental
time (AUC,), arca under the serum time curve from time 0 to infinity (AUC), mean residence
mx;e from time 0 to infloity (MRT), scrum clearance (CL}Y and distribution volumes (V,, and
Vo). ‘

Methodology : Open label and paraliel phatmacokinetic clinical trial, with a control group of
healthy subjects. : o

Number of patients (planned and snalysed) : 17 patients aad 12 he&tthy subjects
{12 patients and 11 healthy volunteers were inchuded in the pharmacokinetic analysis). "

Disguasis and criteria for inclusion  Patients with a B or C degree in the Child score of
hepatic insufficiency. o

“Test product, d_évséhaud mode of administration, hatch number ;
| Lanteotide; 7 pug/kg, i.v. infusion administeation, batches no. DOO03 and B001

Duration of treatment
_ | One intravenous infusion (20 minutes).

Reference therapy, dose and mode of adwisistration, batch auinber :
Not applicable.

Criteria for evaluation: e

Pharmacokiuetics; The main phasmacokinetio digposition parameters evaluated werc:
disposition tate constant {A,), disposition halflife:(fia). area under the serum concentration
tigne cueve from time 0 to the last Sxpedmental tiitic (AUC,), area under the serum time curve
from time O to Tnfinity (AUC), mean residenck time from time 0 to infinity (MRT), scourn
clearance (CLY and distribution volumes ras AA)

| Safety.Clinical and laboratary stadard elaminations.

&
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- Name of SpatisorfCompany : Individual Study taﬁle (For national autkority use only)

g Referring to Part TV A<2
| & BEAUFOUR IPSEN .
 INTERNATIONAL _

Name of Finished Product ; of the Dossier

Name of Active Ingredient(s): | Volame :

LANREOTIDE (LNN) Page :
ACETATE - |

Stacisticat mc'(hodi :

Bharmacokinetics; The pharmacokinetic analysis was performed by a non-compartmental
approach using the WinNonlin pharmacokinetic program (Scientific Consulting, lnc. 1997,
Ver 1.5). The pharmacokinetic values were compared between groups (patients and
volunteers) by means of the Student t-test after log-transformation of data and by the U-Maan-
Wihitisey test for b,

- Safety; Values of biochemicat and haematological parameters were compared within geoups
(before and after drug treatment) by means of the paired t-test or the Wilcoxon Signed Rark

et test (not applicable, only one patient). P<<0.05 was considered statistically significant.

test. The occurrences of adverse events were compared between groups by means of the Fisher '

Heatny G ents witk Kepatia
Vet | waumchnry : aransves |

7

e T
Ve | Hg? i oaise 0% ;. earr | ooms
Vo o me? Do ot [ o8ss o ,
e e reee St
Mean peak serum levels were significantly lower in patients than fin healihy valunteers but
tureotide secum levels were detected for fonger in patients than in healthy subjects {up to
approx. 5 hours in healthy subjects vs#9 hours in patienms). The total dearance was not
 significantly  different in patients it hepatic insufficiency than in healthy volunteers,

;15 : The main pharmacokinetic parameters are shown in the following |

AdoD 9jqssod ised

suggestiag that hepatic cleatance pldps only & minor role in lanreotide metabolism, However,
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Name of SpomcrlCompéay : Individual Study Table (For natianat authority use only}

o Referring to Part IV A-2
& BEAUROUR [PSEN .
INTERNATIONAL

‘Name of Finished Praduct : of the Dossier

Name of Active Ingredient(s) : | Volume :

LANREOTIDE (INN) Page:
ACETATE

“the volumcs of distribution (V, and V. were statisticatly higher in patients zhan in heaithy
voluateess. This fact can be explained both by the reduction of the plasma protein binding of
{anceotide (ower albumin concentration in blood) and by the development of ascites which
occurred in patients with modecate to severe hepatic insufficiency. Then, an increass of the
free drug available for tissue distribution and, consequently, an incredse of the distribution

volumes were noted, As the efimination halfilife is & seconducy phmnacelcmctm paramietet, |

directly proportional to the V, , higher values of 1z were noted in patients. Although no

differences were observed in the AUC values of volunteers and patients, statistically significant |

differences were observed in MRT also due to the increase in the distribution volume of
lanreotide when administered in & condition of hepatic insufficiency.

SAFETY RESULTS : Noa serious adverse events (headache, nausea and vnmmng sfter hxmh) ’

were observed in one patient approximately 3 bours after the Ly, infusion of 7xugﬂ<g of
lanrectide. These symptoms of moderate intensity and puossibly related to lanreotide
disappeared spontaneously without any treatmient. The treatment did aot lead to clinically
significant changes 'in the biochemical parameters. In refation to baseline, statistically
significant reductions in haemaglobin and haemmatocrit Jevels, in erytheogyte, leukocyte and

platelet counts and in total protein and afbumin levels were observed ia:ﬁaﬂems as a result of |

frequent blood sampling during the study.

CONCLUSION :

The total clearance of lanteotide was vot significantly d&ﬁereat in patients with hepatic

insufficiency than in healthy volunteers. In addition, lhewolums of distribution and the

elimination halféfife were statistically higher in pmcms s$affering from moderate w severe
hepatic msuﬁ%cwncy than in bealthy volunteecs.

Date of the report : 17 August 1998
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E-38-52030-701

Name of SponserCompany: Individual Study Table | (For national authority use ondy)
IPSEN — Biotech | ' Referring to Part

Name of Finished Product; of the Dossier i

Somatuline® ’

Name of Active Ingredient: Volume:

Lanrectide (LN N} immediate Page:

release form

Title of ..tudy‘ Pharmacokinetic profile of the somatostatin analogue BIM 23014
(lanrectide) in healthy volunteers and patients suffering from chronic unpmrment of
hepatic function d

Study Number: E38 52030 701

Im?e.stxgatms i ;‘:——""’"— .
Pubhcauon (refetence) Not apphcahle :
Studied period (yearsy: Phase of development: I

Date of first enrolment: 15% December 1997
Date of fast comgpleted: 21% November 1998

Objectives:

Primary objective: to determine the main pharmacokinetic parameters following the
administration of 2 single intravenocus dose of 7 pgkg of BIM 23014 over 20 minutes fo
patients suffering from chronic impairment of hepatic fanction, in comparison to - thoze
observed in a control group of healthy voluateers :
Secandary chjective: to determine the tolerance of BIM 23014 in healthy volunteers and in
patients suffering from chronic impairment of hepatic function.

Methedology: ’

This study was a single cenfre, open, phase I, clinical pharmacokinetic study of immediate
telease lanreotide (BIM 23014). The study included 12 patients suffering from chronic
impairment of hepatic fanction and a control group of 12 healthy volunfeers. Each triaf
subject was admuinistered an intravenous infusion of 7 pgikz of lanrectide over 20 mimbes.

Number of subjeets {planned and analysed):

Twenty-four subjects {12 healthy volunteers and 12 patients with impaired hepatic function)
wete planned and cempleted the study. This ssmple size was not based upon statistical
considerations

Diagnosis and criteria for mciuswn:

All studied subjects wete Asian

¢ Healthy volunteers of both sexes, aged between 8 and 65.

« Patients with hepatic impaitment of B or © degree on the Child’s Classification, of both
sexas, aged between I8 and 63 vears.

Test product, doseé and mede of adunmstxman} batch numher
Stady product: Lanrectide (BIM 23014).

Route: i v infusion

Duration of treatment: a single dose of 7 pg/kz over 20 minutes.
Batch numbers: FBLS and GBDO.
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Name of Spoascr/Company: Individual Study Table For natienal authority use only)
PSEN — Biotech ‘ Referring to Pat )

Name of Finished Product: of the Dossier ;

Sonatuline® ' )

Name of Active Ingredient: Valune:

Lanreotide (EN.N} inunediate | Page:

refease form

Reference therapy, dose and mode of adnunistration, batch number: Net applicable

Criteria for evaluation:

Pharmacokinetics:

Bicod sampling

Fifteen mimtes before the administration of the product 3 ok of blood were extracted fram

every subject tn order to cbtain a blank serum sample. The blood samplmg times for the
pharmacckinetic analysis were:

During the infision peried: 5 niin, 13 mun, 15 min and 70 min
After the infusion peried. 2 puin, 15min, 30mio, 1h 2h 3h 5Sh 7Th 9h Il hand 24 b

Physical examinatton {ai selection, prior to the beginning of tafasion and 24 hows after the
end of infuston, vital signs (at the end of infusion aad 3, 14, 20, 40, 90 mimutes, 4 and &
hours afer the end of infusion}, ECG recordiag (at selection and 24 hours affer the end of
infision), laboratory tests (blocd chemistry and haematology at selection and 24 howrs after
the end of mfusion), serclogy (at selection) and adverse events.

Statistical methods:

FPharmacokinetics

Two populations were considered in order to perform the statistical analyzis: Inteation-To-
Treat (ITT) population.and Pharmacckinetic Per Protocel (PK-PP} poputation Four patients,
initislly included, had hepatic impairment scores of 0 and f, comresponding fo a maximesl
Grade of A on Child Pugh’s Classification. Therefore, these 4 patients were excluded from
the pharmacclinetic analysis (PK-PP population) but were included 1 the safety analysts
{ITT Population) Descriptive and inferential analysis were applied to both populations.
Bescriptive analysis: mean, median, standard deviation, eoefficient of vanation, mumimum
and maximuam values and sample size wete performed for the plasma concentrations of BEM
33014 at each sampling time and calculated for phammscokinetic paramieters Statistical
comparison analysis of the piain pharmiacokinetic parameters (fog-transformed data valoas
except for Tme) between two independent populations (heatthy volunteers versus: patients
from ITT or PE-PP populations} was camied cut by means of a two-sample t-test For Trp
the nonparametric Wilcozen Rank-Sum Test (Maan-Whitney U) for: differences in medians
was used instead. In alf cases, p<0:05 was considered as a statistically significant difference.
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Name of SponscriCompany: Individual Study Table (For naiional quiority use ondy)
EPSEN — Biotech Refetring to Part

Name of Finished Product; of the Dossier

Sematufine® !

Name of Active Ingredient: Volume:

Lansectide (LN} immediate Page:

telease form

Statistical methads {ceat):

Descriptive statistics by group and overall of both groups were provided for demographic and
baseline characteristics.
Descriptive statistics by group and time evaluation were provided for safety parameters. .
For biological parameters, in each group, the datz at baseline were compared to the results
afier treatment using a paired Student t-test or Wilcoxon signed rank test.

Summiary - conclusions:

Pharmacokinetic residis.

Pharmacokinetic parameters and results of statistical anatysis of PK-PP population are
sumarised befow: '

- Healthy Patients Statistics
Volunteers
N=12 N=&

. Parameter tnits Mean S0 Mean S.D. o )
Frax A .32 c.927 0316 0043 0522872
Crmax pr— 37345 13822 34.304 8514 0895423
1172 fr s o194 2508 £.041 L.C06G66
Ay 't 0.707 C.146 026 8.100 0006600
AUC ngmt e 21704 6.350 30,060 4610 BH0ZH7S
AUCT aemithr 21837 8344 28.4G7 4.575 0.003883
Vs Hg! 0205 0.060 0348 8135 0004234
vz _ tha” D482 0085 1036 £.442 BOO0ES
for Hr gt 0343 c.o7a 4257 5.035 {.GO38ES
MAT b 4587 | 0468 1454 2468 0.66008%

MRT infusion B 0764 G.0u8 1630 5.468 L5148

After intravenous infusion of 7 pgikg of BIM34014 over 20 minntes, the pharmacokinetic
behaviour of lanreotide observed in  healthy volunteers was different to that of patients
suffering from chronic impairment of hepatic function Differences in CL, Vg, Ve, AUC,
MRT and to between healihy voluateers and patient populations were statistically
significant. S o ’

Clearance was lower in patients of the PK-PP population suffering from chronic hepatic
impairment (0.237 Hir kg™ compared to that of healthy volunteers (0.343 1r -kg™)) . This
represents only a 30.9% decrease suggesting that clearance of lanreotide does not depend on
hepatic fgetion only. '
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Name of Sponscr’Company: Individual Study Table | (For national authority use only)
IPSEN ~ Biotech Referring io Part

Namie of Finished Product: of the Dossier i

Somatuline®:

Name of Active Ingredient: Volune:

Lamreotide (ENN) immediate | Page:

release form:

Pharmacokinelic results (cont.
'V and Vﬁinctea'se'd from G.205 I-1~:g'I and 0.489 1-kg'1 respectively in healthy volunteers fo

6.340 kg and 1.036 1~It:g;'l respectively i patients from the PK-FP pepulation. The mcrease

in these parameters is consistent with the low afbumdin values and the presence of ascitgs’
observed in some patients. An increase in the plasma unbound frachion ts suggested :

In healthy volunteers half Tife was 1.0 + 0.2 k and in patients it was 3.0+ 1.0 h. An increase

in the exposwe and the mean residence time was also chserved in pattents.

Safety resulis :

These was oge serious adverse event during this study: cne patient with 2 medical history of -
hepatic cirthosts @ a comtext of alcohol addiction experienced anorexis leading to his
admizsion 7 days after initiating fanreofide freatment. Thiz event was assessed not related to
the study drugz.

During the course of the study one healthy volunteer experieniced a non serions adverse event
namely a transienat episode of nausea and dizziness which developed 10 minutes after starting
the infision of lanreotide and a left hand swelling during blocd sampling. Concesming the
foemer the role of lanreotide was not excluded. _

Mo clinically significant laboratory parameter abnormality, no clinically siznificant change in
vital signs were observed. ECG showed ant incomplete right bundle branch block in oae
healthy voluateer. No relevant change from baseline was observed on physicsl exanxination.
Lamreotide imymediate-release foomplation was generafly well-lolerated i both healthy
voluateers and patients with chronic hepatic insufficiency

CONCLUSION:

i Asian patieats with chronic hepatic insafficiency following an infravenous 7 pgikg
infusion of immedizte release formmulation of lanreotide over a 20-minute period, cleatance
was significantly lower than in healtlry volunteers. This was associated with a sigmificantly
Iigher distvibation volume as well as a longer half-life and a greater semuaz exposuze..
Safetyftolerance did not show any chuically sigmificant sympfom eitlter in healthy volunteers
or in patients suffering from chronic hepatic impairement.

Date of report: 28= February 2002
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Study E—§4-52030—134
SUMMARY
1.1 Objective _

The main purpose of this study was to evaluate the pharmacokinetics of lanreotide i the
stéady-state of two doses previously employed in two different ——
~——~——— _ clinical trials. The effect of lanreotide on serum glucose and
glucagon concentrations ard plasma IGE-I, testosterone, LH and insulin Tevels were also
evaluated. Plasma testosterone and LH concentrations were determined in male volunteers
only. Liver arid kidney function tests and othér blood chemistry were performed before,
during and one week after treatment. Adverse events and side effects were also recorded
throughout the trial. s

12 Study Design -

This pharmacokinetic study was conducted as an open-label and parallel evaluation.
Twenty volunteers were divided into two groups. The first group of 10 volunteers
received the low dose and the second group of 10 volunteers received the high dose.
Lanreotide was administered as a continnous S-day subcutaneous (s.c.) infusion. On Day -
1, prior to the start of infusion, within 24 hours, 2 baseline assessment was performed on
all volunteers. The infusion started at Day 0 and continued through Days 1, 2, 3 and 4.
During the five days of the infusion, volunteers were continuously monitored as per
protocol. Volunteers were followed up as out-patients for seven days after the infusion

- ended.

Study volunteers were assigned 10 one of the two' treatmient groups. The first ten

volunteers were assigned to the low dose treatment group, lanreotide 0.7S mg per day for

5 days. The next ten volunteers were assigned to the high dose treatment group lanreotide

3.0 mg per day, ‘escalated to 6.0 mg per day after 24 hours and continuing for an

additional four days. ‘Twenty-four hours afier the beginning of the continuous infusion, a

booster injection of 0.375 mg and 1.5 mg was administered s.c. for the low and high dose
ps, respectively.

1.3 Results
131 Safety
L3.L1 Adverse Everts

No serious adverse events were- reported during this pharmacokinetic
study. The most frequently reported adverse event was disrrhea. Fifteen
out of 20 volunteers reported this event including 8 in the low dose group -
and 7 in the high dose group. “The second most frequently reported adverse
event was abdominal pain (n = 9), with § volunteers in the low dose group
_ and 4 in the high dose group. Headache was repocted by S volunteers, 4 in
the low dase eroun and 1 in the high dose group. Other reported adverse
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events included flatulénce (reported in 5 volunteers, 1 in the low dose
group and 4 in the high dose group) and nausea (4 volunteers, 2 in cach
dose group). The adverse events were not dose dependent and were all
considered oxpected and most probably refated to the medication. These
adverse events were episodic, lasting only for few houtsand with a good
wcponsc to sympmmauc trwment

The ﬁ'equeuty of oecurtences of adverse events was:

: 41) Eighteen occurrences of diarrhea, 9 in each dose group 3
volunteers reported multiple occurrences.

2) Eleven occurvences of sbdominal pain, 6 in the low dose griﬁxp
and S in the high dose group: 2 volunteers reported multiple
- occurrences. Treatment was required in only 3 of these events.

3) Seven occurrences of headache, 5 in the low dose group and 2

in the high dose group. Treatment with acetaminophen was
réquired in 5 of these events.

4) Six accurrences of flatulence, 1 in the low dose group and § in -

the high dose group: 1 volunteer reported multiple occurrences.
© 1.3.1.2 Hematology

Hematocri, hemoglobin and red blood cell count decressed over time in '

hematm:m valuss mclud'mg 6in the Tow dose group and 4 in the high dose
group. In 7 of these volunteers, the hematocrit vas below the normal range
at Day 11 and 2 of these 7 volunteers had hematocrit values below normal
range prior to beginning the infusion. Hemoglobm levels below normal
range were abserved in 7 volunteers, including 5 in the low dose group and
2 in the high dose group. Below normial red blood cell counts were
reported in 11 volunteers: 6 in the low dose group and 5 in the high dose
group. None of these abnormalities in hematocrit, hemoglobin and red
bload cell counts were considered statistically or clinically significant.
- However, the difference between the baseline for hematocrit, hemoglobin

and red blood cell counts, and the maximum change observed post-

treatmcntwasstanstmuyszgniﬁcmtfor the high dose group (p < 0.01).
This was attributable to the grester number of blood samples taken from
~ the high dose group compared to the low dose group. No abnormalities in
platelet counts were observed during this trial.

Abunormaliies in total white blood cell and differential counts were
observed during the trial. The distribution of the white blood cell count
abnormalities were random and no significant differences were found

-
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