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Introduction

An application for the extension to the marketing authorisation of Econor has been submitted tithe
Agency on 4 May 2011 by Novartis Animal Health GmbH Austria in accordance with Regulatioriy(Ef)
No. 1234/2008.

The CVMP adopted an opinion and CVMP assessment report on 13 June 2013.

On 5 August 2013, the European Commission adopted a Commission Decision for this anplication.

The already authorised target species for this product is pigs. The new target . speies for the 10%
premix formulation is rabbits, and the indication is for the reduction of mortality“during an outbreak of
epizootic rabbit enteropathy (ERE). Treatment should be started early in théoutoreak, when the first
rabbit has been diagnosed with the disease clinically.

As per product information the route of administration is oral via in-feed/use, at a dose of 3 mg
valnemulin/kg bodyweight (i.e. 35 mg valnemulin/kg feed) over 21 diays.

Part 1 - Administrative particulars

At their December 2011 meeting, the CVMP confirmed that,“where appropriate, the data requirements
in the appropriate CVMP guidelines on Data Requirernenis for Veterinary Medicinal Products intended
for Minor Uses or Minor Species (MUMS) would be applied when assessing the application. MUMS
status was granted as rabbits are considered a mi{nor)species.

Detailed description of the pharmacovigilance system

The applicant has a system in place that wii! allow it to fulfil its pharmacovigilance obligations in
accordance with the requirements of Dirictiyye 2001/82/EC. The applicant has the services of a
qualified person responsible for pharmacpvigilance and the necessary means for the notification of any
adverse reaction occurring either iy the Community or in a third country.

Manufacturing authotisations and inspection status

A certificate of compliance gwitrnthe principles of Good Manufacturing Practice for the manufacturer
responsible for Batch Release; Novartis Santé Animale S.A. was presented. The qualified person at the
site of release of the awesage form has supplied a statement confirming that the active substance is
produced in accordaizepwith the CVMP/CHMP guideline on GMP for Active Pharmaceutical Substances.

It was consideret that no product-specific GMP inspections are required.

Overalt canclusions on administrative particulars
It was agprepriate to consider this application on the basis of MUMS status and reduced data

requirgimerics apply.

The\autailed description of the pharmacovigilance system and the GMP certification of the
manufacturing sites are considered in line with legal requirements.
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Part 2 - Quality

The application was to add a new target species for an existing formulation, and the assessment of
part 2 of this application therefore focused only on aspects of the product relevant to the use as a
premix for medicated feed for rabbits.

No special formulation development studies have been performed to take account of the usg™of e
formulation as a premix for use in rabbit feed. Homogeneity, stability during pelleting ang>stability
during storage of feed were studied using three commercially-available rabbit feeds. The studies were
carried out using Econor 10% premix at a concentration of 20 mg/kg valnemulin in tit2 feed. A

20 mg/kg feed concentration was chosen as it represents the most challenging mi)ing scenario. The
mash was pelleted using a pelleting temperature of 75 °C. This corresponds wit!i“the SPC statements
that "The product has been shown to be stable to the pelleting process at texiperatures of 75 °C.
Aggressive pelleting conditions such as temperatures in excess of 80 °C, and\the use of abrasive
substances for premixture should be avoided".

The valnemulin content for the three batches was acceptable for the medicated rabbit feed (mash) as
well as for the medicated pellets, in both cases with good homogentity. There was no significant
difference between the content or homogeneity in the mash andfir’ the pellets showing that the
pelleting process does not degrade the active substance.

The results obtained during stability study for three batche's sivowed that the active substance is stable
for 4 weeks in rabbit pellets at 25 °C/60% RH. Beyond fouy weeks of storage there was a significant
drop in the valnemulin content in all batches.

Based on these data, a shelf-life of 4 weeks was gppiied to medicated rabbit feed containing
Econor 10% premix and the statements in the ZRCFemain appropriate.

The analytical methods used for the determination of the active substance, valnemulin hydrochloride in
rabbit feed were validated.

Overall conclusions on quaiity

Part 2 has already previously beer asyessed. Additional, new experiments have been performed to
study homogeneity, stability dufing pelleting and stability during storage in commercial feed prepared
using Econor 10% premix. Results are satisfactory.

Based on these data, a shlf-1 fe of 4 weeks can be applied to medicated rabbit feed containing
Econor 10% premix and the statements in the SPC remain appropriate.

Part 3 — Safety

This is an extansion application to add rabbits to the existing authorisation for pigs. Data relating to
the pharpiacoiogy, pharmacokinetics, toxicology and studies of other effects of valnemulin have
already=hoafi assessed by the CVMP during the evaluation for the establishment of MRLs for valnemulin
an¢\th¢ centralised authorisation for Econor for pigs. These data are all relevant to this application and
qress-reference is made to the reports already accepted for the Econor range of products.

User safety

The products are incorporated into rabbit feed which then has to be pelleted, and is distributed to
rabbit farms for use as a mass medication. For use in epizootic rabbit enteropathy (ERE), a daily dose
of 3 mg valnemulin/kg bw is given for up to 21 consecutive days. Typically, the product is incorporated
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into rabbit feed at a rate of 35 mg/kg feed mg valnemulin/kg feed. For comparison, the maximum dose
recommended for pigs is 12 mg valnemulin/kg bw per day for up to 21 days.

Two types of operators were identified, mill workers (mixing the product into rabbit feed) and rabbit
farmers (administering the medicated feed to rabbits). The feed mixing procedures are the same as
those used for pigs and are conducted at specialist feed mills where workers wear protective
equipment. It is considered that exposure of valnemulin to feed mill workers is negligible arGicertainly
not higher than would be expected when mixing these products for pig feed. Since medicated=iabbit
feed has to be pelleted (rabbits will eat only pellets), valnemulin hydrochloride is encasza w:thin the
feed pellet and cannot be dislodged. Additionally, on most rabbit farms, the medicated feed is
automatically distributed from a central storage silo to the rabbit cages by pipes, Vithput the need to
manually handle the feed. The only potential routes of exposure on farm will keftéyskin, eyes and
airways, and by mouth resulting from accidental spillage of medicated feed.

The exposure scenarios were considered to be similar to the use of the praduct in pigs and no
suspected adverse reactions were reported from the use of the product{ir pigs.

Noting appropriate user safety statements in the product literature, (CVMP concluded that the product,
when used in accordance with label recommendations, will not pes» an unacceptable risk to the user.
However in light of the extension of the indications to a new tasgetépecies it is recommended to re-
start the periodic safety update report (PSUR) cycle to ensureumeiz frequent pharmacovigilance
monitoring.

Development of resistance
See part 4.

Environmental risk assessment

An environmental risk assessment (ERA) Las been provided. Assessment of environmental risk can
stop at Phase | provided that the minor gpeci€s is reared under similar conditions to the major species,
the product is administered by the sante relte and the total exposure of the environment does not
increase. In this case both pigs an¥, rahb'ts will be raised in housing and the environment will be
exposed to valnemulin when mantire |5 spread onto land. Comparison of the PEC values for fattening
pigs (PECy,; 1485 pg/kg) and ribbits (PECy,; 454 pg/kg) demonstrate that the total exposure from the
use in rabbits is not greater than exposure from use in pigs. Therefore, no additional data have been
provided with this applicat/or

In conclusion, the assessment of environmental risk can end at Phase | based on the fact that the
product is for a mingr,anecies , andan acceptable ERA already exists, based on its use in the major
species, pigs.

It can be concludad that the product will not pose an unacceptable risk for the environment when used
in accordahcewwith the recommendations included in the SPC.

Overail conclusions on the safety documentation

Th&onrédidct is not expected to pose a risk for the user or the environment when used as
{Zeamrnended.

Residues documentation

This application is to extend the indication of Econor 10% premix and reduce mortality caused by
epizootic enteropathy in farmed rabbits. The proposed in-feed dosing regime for rabbits is 3 mg/kg bw
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per day for up to 21 consecutive days. Typically this dose is achieved by mixing into feed at a
concentration of 35 mg valnemulin/kg feed. Reference is made to the data submitted for the
establishment of valnemulin Maximum Residue Limit (MRL) in rabbits. Relevant sections from the
European Public MRL Assessment Report (EPMAR) for valnemulin for rabbits (EMA/CVMP/137196/2009)
are re-presented below for ease of reference.

Identification of the product concerned

Econor 10% premix for medicated feed contains 10 mg/g valnemulin as active substancesand silica
colloidal anhydrous, isopropyl myristate, hypromellose, talc and lactose monohydrate/as excipients.

In residue depletion study in rabbits the Econor 1% premix for medicated feed for(obigs was used. This
is the formulation described in the original submission for Econor from 2005.

Pharmacokinetics

No radio-labelled metabolism studies were conducted in rabbits. Howevgiy, as absorption, distribution
and elimination were very similar in rats, dogs and pigs, it is reasonable ‘g’ assume that they would be
similar in rabbits. This assumption is supported by the results of an/ex-vivo study which compared pig
and rabbit liver metabolic profiles. In this study, livers from treates’ pigs and rabbits were extracted
with methanol and the extracts were analysed by LC-MS/MS. Yalnemulin, the predominant residue,
was positively identified, confirming its suitability as the markes{esidue in rabbits. New Zealand white
rabbits (9 - 11 weeks of age), housed individually in an inGaor animal facility were treated with
valnemulin in medicated feed for 35 consecutive days. The target dose level of valnemulin was 60
mg/kg feed. The overall valnemulin intake per kg bw fog each rabbit was approximately 3 mg/kg
bw/day. The overall valnemulin intake was slightly~aigher in female rabbits compared to male rabbits.
Liver, whole kidneys and muscle were collected.ard.unalysed for valnemulin, using a validated HPLC
method. At O h post-application, no valnemulirwresidues were detected in liver, kidney and muscle
samples.

Depletion of residues

New Zealand white rabbits (9 - 11 weels of age), housed individually in an indoor animal facility were
treated with valnemulin in medicaiad/ieed for 35 consecutive days (Econor 1% premix). The target
dose level of valnemulin was 6( my/kg feed. The overall valnemulin intake per kg bw for each rabbit
was approximately 3 mg/kg tw/day. Incorporation of the test item into rabbit feed was completed in a
commercial feed mill in twh batches 3 weeks apart. The prepared feed was pelleted, sub-sampled and
packaged into 25 kg hags. Sub-samples of prepared feed were analysed for valnemulin content. Once
prepared, feed bags xerg, stored in the freezer.

Animals were slaygntered at 0, 24 and 48 h following last administration. Tissue samples were then
analysed for reaidtues. Valnemulin levels in all tissues were below the LOQ (25 pg/kg) from the first
time point, (0lhours). Samples from subsequent time points were not analysed with the exception of
liver. Liver samples from the 'zero withdrawal' time point were reanalysed to confirm the original
results. Un gddition, the liver samples collected at the 24 h withdrawal time were also analysed and
confirinédythe results. As discussed in the quality part, the results of the studies with Econor 1% are
alsq, vansidered valid for Econor 10% premix since the formulations are very similar and the
concentration of the active substance in the final feed is the same. Given the nature of the product
(premix for medicated feedingstuff) and the way it is administered (orally), the results of the study can
be used in setting the meat withdrawal period of rabbits.
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MRLs

The following constituents of Econor are included in table 1 of the Annex to Commission Regulation (EU)
No 37/2010 as follows:

Pharmacologically | Marker Animal MRLs Target Other Therapettic
active substance residue species tissues provisions classificetior
Valnemulin Valnemulin | Rabbit 50 ng/kg | Muscle NO ENTRY Antisirtectious

. anenits/Antibiotics
500 pg/kg | Liver

100 pg/kg | Kidney

The excipients listed in section 6.1 of the SPC are either allowed substances for which table 1 of the
annex to Commission Regulation (EU) No 37/2010 indicates that no MRLs arciequired, or considered
as not falling within the scope of Regulation (EC) No. 470/2009 when used asjin this veterinary
medicinal product.

Withdrawal periods

The residue depletion study detailed above supports a zero day razab withdrawal period for rabbits.
The following text is proposed for inclusion in section 4.11 of the/SPC:

‘Meat and offal: zero days’.

Analytical methods

The analytical method to detect the marker residie vias accepted for rabbits during the setting of MRLs
for rabbits.

Overall conclusions on the rgSidues documentation

The residue depletion study supports a zzro)day meat withdrawal period for rabbits to ensure
consumer safety.

Overall conclusions on_szarety

On the basis of the data provided./che product, when used in accordance with label recommendations,
will not pose an unacceptah!2 sk to the user and will not pose an unacceptable risk for the
environment. However, iniiakit of the extension of the indications to a new target species it is
recommended to re-start the periodic safety update report (PSUR) cycle to ensure more frequent
pharmacovigilance rhgnitoring. Taking into account the current PSUR periodicity for the product, to
ensure that theresase 1o gaps between submission of PSURs the MAH is requested to submit a PSUR
covering the pexiod,01.10.2011 - 30.09.2013, after which the PSUR cycle restart will come into effect
and submissibn gf 6-monthly PSURs will commence. The data lock point (DLP) for the first 6-monthly
PSUR of the we-started cycle would be 31.03.2014.

The regidte’depletion study supports a zero day meat withdrawal period for rabbits to ensure
coifaunies safety.
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Part 4 — Efficacy

Introduction

A body of literature has been presented to support the rationale for the use of valnemulin to treat
epizootic rabbit enteropathy (ERE). It has been proposed that an unknown aetiological agent ¢catses an
imbalance of caecal microbiota and overgrowth of toxin-producing clostridia causing caecal ara
intestinal paralysis that results in typical ERE. One study examined the role of bacteria in ER=_sout did
not conclude precisely which bacteria were involved. Another study involving over fou¢ huidred SPF
rabbits indicated that while the aetiological agent could not be precisely identified, ingcultims from
infected rabbits would be infectious to other rabbits as early as 2 days after the onseyor clinical signs.
Two bacterial strains, C. perfringens and non enteropathogenic E. coli were frequeanty isolated in high
numbers from rabbits with naturally occurring ERE. C. perfringens is consideread*o be an important
associated agent in many ERE cases. The efficacy of antimicrobials (bacitra¢in)“# the treatment of ERE
has been explored in preliminary studies.

Pharmacodynamics

Valnemulin is a semi synthetic pleuromutilin. Its mode of action ig=primarily at the 70S ribosomal
subunit, but it has a secondary binding site at the interface of thet24S and 50S ribosomal subunits
when the 70S is formed. It also binds to the rRNA in the peptidyl/iyansferase centre. These binding
sites prevent elongation of the peptide chain.

The pivotal study (2006) determined that there was £aii,sugceptibility across the EU for C. perfringens
isolated from rabbits to valnemulin with MICso of 0.125%g/ml and MICg0 0.5 pg/ml with a range of
0.031-64 ug/ml. Approximately one half of the safiples (51) were provided by the sponsor to the test
laboratory. These samples were collected in Framcednd Spain from commercial rabbit producers at the
time of disease outbreaks. It was not possible @ determine whether treatment had been started or not
due to the rapid onset of disease and theigfore rapid initiation of treatment. Only 17 isolates of C.
perfringens were obtained from these samples, indicating that this pathogen is contributory to the
disease but cannot be considered pivotal. ihe laboratory was able to obtain more pure isolates from
faecal samples taken from ERE outinrealss in France, Spain and ltaly. The study also showed a bimodal
MIC distribution and a resistant pcaulation (MIC >64 pg/ml) with cross resistance to tiamulin.

Development of resistance
Mechanism

The genetic basis fof z'method of resistance to tiamulin in E. coli was described. It is important to note
that the study coriciwaed that the tiamulin determinants for resistance do not reside on plasmids, but
were a result oflnoint mutation of the gene encoding ribosomal protein L3, preventing tiamulin binding
at the peptidi/l transferase centre. As valnemulin falls into the same antimicrobial class as tiamulin, it
seems prgbaaule that there may be a similar mechanism of resistance.

Resislance in target pathogens

rsemdicated in the section on pharmacodynamics, it is apparent that resistance may develop in C.
perivingens isolates from rabbits and that there is cross-resistance with tiamulin. Furthermore, in the
applicant’s field study it is noted that C. perfringens was isolated from rabbits that were necropsied
during the treatment period to corroborate the diagnosis of ERE and MIC determination was not
conducted. There appears to be little correlation between levels of

C. perfringens in the caecum and incidence of disease. Currently the levels of resistance to valnemulin
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in C. perfringens are low; this will increase with use of the product. The product should be used at the
correct dose rate and for the correct duration with treatment initiated at the correct time instead of
being used as a prophylactic treatment.

Pleuromutilins are regarded by the CVMP as critically important antimicrobials in veterinary medicine
as they are the sole therapy for some conditions e.g. macrolide resistant Brachyspira hyodysefitesiae in
swine. However, it seems unlikely that use of valnemulin in rabbits might have significant irfiplications
for resistance development in pathogens of relevance to other domestic animal species.

Resistance in zoonotic and commensal bacteria

The applicant has re-submitted the expert report that was provided previously in tiae/submission for
Econor 10% oral powder for pigs. Although no separate report for rabbits was, cxovided, the Committee
considered that the additional risk level for development of antimicrobial resiseance of relevance to
public health associated with use of the product in the new target species“vouid be negligible.

Pharmacokinetics

The applicant has not presented any classical pharmacokinetics stuaiass to investigate the blood level
PK parameters following administration of Econor when administuoied in the feed to rabbits. The two
studies presented for the target species indicate that valnemulin s metabolised by oxidative pathways
in the liver and that the total concentration of valnemulin gcriiaved at the site of action in the caecum
is likely to exceed the MIC for C. perfringens during treatment, although the free (“active”)
concentration has not been determined.

In part 4 of the dossier, the purpose of PK studiessa,to support the dose finding, target species safety
and clinical studies. This is a MUMS application and.ix accordance with the CVMP Guideline on efficacy
and target animal safety data requirements foiweterinary medicinal products intended for minor uses
or minor species (EMEA/V/CVMP/EWP/1172299/2004), interspecies extrapolation of pre-clinical data can
be accepted whenever scientifically justifiabie? Parts of the data on ADME can be satisfactorily
extrapolated from that already provided 1e#’laboratory species and pigs. The applicant has not
provided a PK/PD analysis for valrnemulin/C. perfringens. However, it is assumed that although

C. perfringens has a role to play ir. therdisease it cannot yet be definitively described as the causative
pathogen. A PK/PD analysis is thergfore not considered relevant for this disease.

Dose determinatign/justification

The pre-clinical study,( 2006}, indicated that there was susceptibility across the EU for C. perfringens
isolated from rabbits_for“walnemulin with MIC90 0.5 pg/ml. Levels of valnemulin in rabbit caecal
contents reached 2555-4555 ng/g when rabbits were fed Econor premix 1% for 35 days at a target
dose of 60 mo/kg feed . This translates to a minimum caecal concentration of 2.55 pg/g of caecal
content. The freg, (“active™) proportion of this is unknown; however, it was reasonable to assume that
caecal conceansrakions in excess of reported MIC values are likely to be achieved in the field when the
product is esed as recommended.

The (flon-GLP) pivotal dose titration pilot study examined prophylactic use of valnemulin, with
exparmental challenge after four days on medicated feed at three different dose levels, 20 mg/kg
fewd, 35 mg/kg feed and 60 mg/kg feed. Medicated feed continued to be administered to these groups
for a further 14 days (18 days total). This was a one centre randomised trial versus placebo (not
blinded), with two different control groups — one unchallenged with ERE and unmedicated, and one
challenged with ERE but unmedicated. Each group included 42 rabbits (equal genders).
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The unchallenged/unmedicated group received 500 pl of SPF rabbit caecum content per os on day O.
The remainder of the groups received 500 pl of intestinal contents of rabbits affected by ERE by the
same route at the same time point. Characterisation of the ERE inoculum showed dominance of Gram
positive bacteria including C. perfringens. C. spiriforme and coliforms were not present.

The primary efficacy parameter was effect on weight gain. Secondary efficacy parameters werf
occurrence of clinical signs of ERE, in particular diarrhoea, bodyweight, mortality and post niGrtein
lesions. Safety parameters measured were daily clinical examination and evaluation of fezd
consumption.

Clinical signs of ERE only occurred in the challenged untreated group, with a mortality &f about 20%.

The primary end point - daily weight gain - was 41.6 g/day, 42.1 g/day and 49 4 ‘g¢/day in challenged
groups treated with 20 mg/kg feed, 35 mg/kg feed and 60 mg/kg feed, respactively. This compared to
47.1 g/day in the unchallenged, unmedicated group and 35.0 g/day in the cmalienged, unmedicated
group. There were 4 deaths (related to ERE) in the unmedicated, challepgedsgroup and one death (not
related to ERE) in the challenged group receiving 35 mg/kg feed medicafion.

There was a significant difference in the weight gain for the 20 and"25 mg/kg feed groups, but not the
60 mg/kg feed group, compared to the unmedicated challenge g:cup.

Compared to the unmedicated unchallenged group, weight gawas/were lower in all medicated
challenged groups, and statistically lower in the 20 and 6CG:mgi’kg feed groups. Feed consumption was
also lower in these groups. This did not appear to be astociated with palatability of the medicated feed,
as demonstrated in the period when medicated feed was provided prior to challenge. It is not possible
to determine if it may have been due to subclinical.ERE or adverse effects associated with valnemulin
such as microflora disturbances.

Medication prevented overt clinical manifestation, of ERE in terms of mortalities in all treated groups
compared to the untreated challenged gro¥in. Weight gains were highest in the 35 mg/kg feed group,
although there was no clear dose-effect (‘elationship.

In conclusion, although a treatment ene¢iit was demonstrated in terms of weight gain and decreased
mortality for valnemulin when adniinistered prophylactically, there was no clear dose-response
relationship in this study. Therefware also many shortcomings in the study design (lack of medicated
unchallenged control group, ron*standardised inocula, prophylactic use). It was seen in this study that
rabbits were continuing to&iq after 14 days of treatment whether treated with valnemulin or not and
literature references have regorted mortality continuing for 2.5 weeks in untreated controls. This
indicated that a longer tteatment duration was necessary. Dose confirmation in the field supported a
treatment duration 0f/Zjk days (see clinical part). Treatment should be combined with biosecurity
measures and colitral of husbandry factors.

The actual mgrkgtdose rates for this study were not calculated, but from earlier laboratory studies it
was conclucdaathat the doses were approximately 1.56-1.81 mg/kg/day (20 mg/kg feed) and 2.61-
3.42 mg/kgiday (35 mg/kg feed). As the 60 mg/kg feed group had demonstrated a higher mortality
this des» was not tested further. In the remaining two treated groups (20 and 35 mg/kg feed), rabbits
shtwedsgignificant benefits compared to the untreated control group, with greater benefits seen in the
o9 Tigrkg feed group. The 20 and 35 mg/kg feed inclusion rates were taken forward to the clinical
stuaies.

Target animal tolerance

A GLP preliminary dose range finding study was conducted in rabbits dosing by oral gavage at either
150 mg/kg (group 1) or 31.25 mg/kg (group 2) valnemulin once daily for 5 consecutive days.
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However, due to an unacceptable reaction dosing was stopped after 3 days in group 1 and 4 days in
group 2. At both dose levels reductions in food consumption, bodyweight and faecal output were seen.
It was considered that the effects seen were probably due to interference with gut micro flora and
therefore that the toxicity was an indirect effect of treatment, rather than a systemic effect.

In a 10-day pilot study involving oral feeding of valnemulin in rabbits , four week old male ang female
(3 of each sex) rabbits received either 3.7 mg/kg or 16.4 mg/kg valnemulin once daily for XJ)days.
Results showed that food consumption, bw, organ weights, ophthalmology, and haemato!oaresi
parameters were unaffected by the treatment in either group. Gross pathology showedsno piacroscopic
findings. There were no unscheduled deaths and no adverse clinical signs were noted*throughout the
study. The CVMP has previously concluded from this study that Econor 1 % premiy at\daily dose rates
of 3.7 (approximately 1x clinical dose) and 16.4 mg/kg (approximately 5 x clini¢aindose) valnemulin for
ten days was well tolerated by rabbits.

Residues of valnemulin were examined in edible tissues following continueys édministration of Econor
premix 1% in feed at 60 mg/kg feed (translated into around 3 mg/kg attuel intake) valnemulin for 35
days to rabbits. All animals survived to scheduled necropsy. No abnarmai“Clinical signs were noted and
the food consumption was comparable between treatment and contiql groups. Bodyweights between
groups were also comparable and no notable differences were re:grded in renal fat, liver or kidney
weights. There were no macroscopically abnormal findings at (iegropsy in any animal.

In the dose titration study (2008) ERE-challenged animalsireceived either valnemulin at three different
dose levels (20 mg/kg feed, 35 mg/kg feed, 60 mg/kg feed, corresponding to a daily dose of up to 1.8,
3.4 and 5.6 mg/kg bw) or unmedicated feed ad libiturinfoi 18 days. All animals were daily checked for
clinical signs and impact on bodyweight and feed cansumption.

The cause of death of one rabbit in the 35 mg/}g.feed group could not be determined conclusively
from the clinical signs and necropsy findings. Daily weight gain was lower in the challenged rabbits as
compared to unchallenged placebo (47 g/¥ay) but still higher in the treated (41.6, 42.1, 40.1 g/day)
than in the untreated, challenged group ((35,g/day). One rabbit in the 60 mg/kg feed group showed
slight diarrhoea on Day 7, but made a gaod recovery. Otherwise there were no adverse events
reported in the medicated groups.

As the incidence of mortality ingiig medicated rabbits was very low, and there was no apparent
relationship of the single deatin witn the dose, the CVMP did not consider that this case could be
considered as evidence of giwact toxicity of valnemulin. It is noted that in this study SPF rabbits, free of
Clostridium spiroforme wera@sed. This organism has been implicated as a cause of enterotoxaemia
which is associated witinindirect antibiotic toxicity resulting from disruption of the intestinal flora
following administreltioripof antibiotics to rabbits. The risk of indirect toxicity therefore could not be fully
assessed in the stuGy,

The first field/stuGy was performed on a commercial rabbit farm in the face of a natural outbreak of
ERE in 553 ¢ausits 43 days old and groups received valnemulin in feed at either 0, 20, 35 or 60 mg/kg
feed for 1.1 ¢ays. Parameters studied were mortality, weight gain, and clinical signs of ERE. Overall,
the ingiCGerice of adverse events in the treated groups compared to the untreated group was
coiimaravle. E coli enteritis occurred in 2 out of 415 treated rabbits compared to 2 out of 138
uarmedicated rabbits. Hepatopathy, which was “possibly” treatment related, occurred in 1 out of 415
(0.24%) of treated rabbits and none out of 138 unmedicated rabbits.

There were no clearly apparent adverse events (not attributed to ERE) reported in the 60 mg/kg feed
group. “All-cause” mortality rates were higher in this study in the 60 mg/kg feed dose group compared
to the 20 and 35 mg/kg feed dose groups (23.5%, 17.9% & 18%, respectively), and very similar to
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that in the negative control group (23.3%). Any adverse events due to treatment may be have been
obscured by the presence of ERE disease. It should be noted that the differences in weight gain
between groups were not statistically significant, and data are therefore inconclusive, however the
numerical difference in all-cause mortality for the 60 mg/kg feed group compared to the negative
control was negligible. Consequently the concern about the margin for safety remains as any patential
benefit from treatment might be negated by a small overdose.

During a second clinical study, a total of 23 adverse events (pneumonia, enterotoxaemia
dysbacteriosis, coccidiosis) in 23 rabbits were reported, all of which were considered setious. These
events included 11 reports from rabbits treated at 20 mg/kg feed Econor (2.9%), 5 rtnorts from those
that received 35 mg/kg feed Econor (1.3%), and 7 reports from the untreated grolup \1.6%). The
outcome of all adverse events was death, and the diagnosis was confirmed onr, post-mortem
examination. No statistically significant differences either in the overall advesse event incidence or in
the frequency of the reported adverse event types between groups were obsarved. All adverse events
were deemed unrelated to treatment and the incidence was within normal rates for rabbits which have
been weaned and regrouped on this farm.

Clinical signs representative of ERE (borborygmus, tympanism, impcaction and diarrhoea) were
recorded on a daily basis. Every animal presenting at least one cf/hase clinical signs was followed-up
until it either recovered or died.

Of 308 animals that presented ERE signs, 146 recovered fer a'successful outcome and 159 died (ERE
diagnosis confirmed post-mortem). The percentage of ahirjals that presented at least one ERE clinical
sign was remarkably similar in all three treatment grouns<89, 112 and 105; 23.5%, 29.5% and 27.4%
of 383 animals included in each treatment group respectively). However, mortality within clinically
affected animals was 46.7%, 25.7% and 83.3%, in ahimals that received 20 mg/kg feed, 35 mg/kg
feed of Econor or were untreated, indicating that alithough treatment with Econor had an influence on
the severity of the disease and its outcome,(significant decrease in mortality rate), a similar number of
animals will be showing at least one clinigal ¢ign indicative of ERE.

Removal rates for all-cause mortality (Gue to ERE or adverse events) were 24.5%, 13.8% and 8.9% in
control group, 20 mg/kg feed and 25 nvwg/kg feed Econor groups respectively. Differences between any
2 groups were statistically significant/{all-cause mortality inversely correlated with valnemulin
concentration in the feed).

In this study, the administyation of valnemulin hydrochloride did not negatively affect feed
consumption or body weigtitgain, did not result in an increase in the overall incidence of adverse
events, nor of adverse wvents that could be indicative of an antimicrobial effect on the gastrointestinal
flora. Even though &d/mmistration of valnemulin resulted in a higher frequency of tympanism, this
could not be corrélatad with a negative outcome of the disease. Therefore, it can be concluded that the
administration &€ valnemulin premix in feed at concentrations of 20 and 35 mg/kg feed for 21 days is
well toleratec unier field conditions during an outbreak of ERE.

In summaryy, the data submitted in support of target animal safety were in line with CVMP guidance on
requirginerics for minor species and it has been established that an inclusion rate of 35 mg/kg feed for
up‘va,zi#days is tolerated by rabbits. Due to concerns that at inclusion rates of 60 mg/kg feed, daily
vegight gain may be adversely affected (which may be indicative of damage to gastrointestinal flora), a
warriing was included in the SPC stating that the product should not be overdosed due to the risk of
enterotoxaemia.
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Field trials

In total, two GCP field trials were submitted in support of this application.

The first field trial was conducted in 2011 on a single commercial rabbit farm in Spain with a history of
naturally occurring ERE, during a confirmed outbreak. It was a randomised, blinded, placebo centrolled
field trial with three valnemulin (Econor 10 mg/g premix) treatment groups and an unmedicatid
control group as follows: 20 mg/kg feed (target 1.56-1.81 mg/kg bw/day), 35 mg/kg feed (target
2.61-3.42 mg/kg bw/day), 60 mg/kg feed (target 4.02-5.55 mg/kg bw/day), and placebp fx0n-
medicated feed); administered orally daily in pelleted feed for 21 consecutive days to A2 rélevant
groups. In total, 553 New Zealand x California weaned rabbits aged 48 days at DO wenrs enrolled (136
to 140 animals/group).

The primary efficacy variable was defined as the percentage of animals that,died\from ERE during the
study. The secondary efficacy variables were mean body weight, average cailysiveight gain, average
daily feed consumption and clinical signs of ERE. In order to clarify the effest Of the treatment
(valnemulin, Econor premix) in animals in the early stage of the ERE oltlriak, an additional statistical
analysis was conducted in which only results from animals with no clinical signs of disease (ERE) on
Day O were included.

At the start of the outbreak and prior to treatment, ERE was confirrned by necropsy in 13 of 17 rabbits
that died; 32.5% of these rabbits had been affected with clinica!/signs of ERE (borbroygmus).

C. perfringens (the model used for preclinical developmentaf this proposed indication) was only
identified in 2 of 10 samples taken from the necropsied(rabpits. It is acknowledged that the precise
aetiology of ERE remains to be elucidated.

For the primary efficacy variable (% mortality relitec to ERE (DO to 28)), rates were numerically lower
in 20 mg/kg feed (22/137, 16.1%) and 35 ma/kgfeed (24/138, 17.4%), and higher in 60 mg/kg feed
(32/136, 23.5%) compared with placebo (30/138, 22.1%). There was no statistically significant
difference in percentage of mortality related, to ERE between treated groups and negative control (Chi-
Square Test p=0.3413, Cochran Armitags T/end Test p=0.1243; Fischer’s exact test and a logistic
regression model).

There was no statistically significalt diiference per treatment group for any of the secondary variables
measured (mean body weight, (average daily weight gain, average daily feed consumption and clinical
signs of ERE). Mortality after®)15 was dramatically reduced in all groups (including the control)
therefore the need for a thirayweek of treatment was considered questionable based on the results of
this study.

The additional sub gican analysis performed on rabbits not demonstrating any signs of ERE on day O
showed a numerigailyiower mortality related to ERE for animals in the 20 mg/kg feed and 35 mg/kg
feed groups (marwality 6.1% and 6.2%, respectively) compared with animals in the 60 mg/kg feed
group (12.3%) and placebo animals (13.5%). These differences were not statistically significant
(p=0.2344).

This field stidy failed to demonstrate a statistically significant treatment benefit as measured by
recyction/in mortality, weight gain, feed consumption and clinical signs for any of the treatment dose
lmeals.Min numerical terms, the best performing group (20 mg/kg feed) showed a 6% reduction in
monrtality compared to the unmedicated group. The “additional analysis” of animals that were healthy
at DO (metaphylaxis) showed a 7.4% reduction in mortality for the best performing group (20 mg/kg
feed) which was also not statistically significant. “All-cause” mortality rates were higher in the 60
mg/kg feed dose group compared to the 20 and 35 mg/kg feed dose groups (23.5%, 17.9% and 18%,
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respectively), and very similar to that in the negative control group (23.3%). It is possible that
adverse events related to treatment could have been obscured by the presence of ERE disease.

As the results of this field study were inconclusive, further field data were required to generate
statistically and clinically robust results.

A second GCP-compliant clinical study was conducted in 2012 on a commercial rabbit farm in Funjary,
which had a history of previous outbreaks of ERE. This too was a randomised, blinded, plac:to
controlled study to evaluate the efficacy and safety of Econor premix administered orally ¢4y in feed
for 21 consecutive days in the treatment and prevention of naturally occurring epizootic #abbit
enteropathy (ERE). The study was conducted in line with scientific advice from CVMR,and incorporated
an earlier onset of treatment than the previous study. The trial treatment was initiated after the first
rabbit showed clinical signs and the diagnosis was confirmed by post-mortem ge.<amination.

After weaning, at the age of about 35 days (body weight 755-1025 g), Hycoie hybrid rabbits were
delivered to the farm from the breeding station. Three rows of commercial rabbit fattening cages
containing 96 cages (four rabbits per cage) were randomised to one of tliree treatment groups. In
total, 1152 rabbits were initially included. They were of normal phygical condition with no concurrent
disease. Three rabbits were excluded from the study before treatyizne start due to ERE outbreak or
adverse events. The remaining 1149 animals were retained, allacat<d to three different treatment
groups of 383 rabbits each; 0, 20 and 35 mg valnemulin/kg 12eg..)The rabbits were treated for 21
consecutive days, starting immediately after the onset of cisease on the farm. The medication was
mixed in feed, which was offered ad libitum to the rabbjs.\The feed for all groups also contained
robenidine as a coccidiostat, as common good farmingwractice recommends. The product is not
expected to interfere with the evaluation of efficacy,and safety of the test treatment.

Animals were observed daily for general healthsana™Clinically examined including recording bodyweight
at the end of each week.

The primary efficacy variable was ‘% moriaity” (animals dying/euthanased as a result of ERE outbreak
during the study between days 0-28 in,eack treatment group). All animals found dead or euthanised as
a result of severe disease were necrdpsied by the investigator to establish cause of death and whether
or not the mortality was caused by ERE, based on the evaluation of the presence or absence of the
following macroscopic parametgisy overfilled stomach, overfilled small intestine, caecal impaction,
presence of mucous in the cqlon;=gresence of mucous in the small intestine.

Secondary clinical efficacy’encpoints were presence or absence of borborygmus, tympanism, impaction
and diarrhoea observed durirg individual clinical observations. The secondary efficacy variables were
mean bodyweight, axgrage daily weight gain, average daily feed consumption per cage and clinical
signs of ERE. Average.gaily weight gains were calculated over periods throughout the study and
compared. Average daily feed consumption per cage was calculated over the entire observation period
(day -1-28).

Treatmenihweas stopped on day 21 and the final examination was performed on day 28.
Resultss.

Mortatity due to ERE was 11.0% for 20 mg/kg feed (42/383 rabbits), 7.6% for 35 mg/kg feed (29/383
raphits) and 23.0% (88/383 rabbits) for the untreated control group. The differences between each of
the treated groups (20 and 35 mg/kg feed) compared to the untreated control group were statistically
significant (p=0.0001). No statistically significant difference was seen between the lower and higher
dose rates of Econor (p=0.1344).

CVMP assessment report for the extension of a community marketing authorisation for Econor

(EMEA/V/C/000042/X/0039)

EMA/404575/2013 Page
13/17



Differences in body weight gain remained non-significant throughout the study period (D0-28). During
the treatment phase, mean daily weight gain was significantly higher in treated animals than controls
(p=0.0389). Taking the uncorrected body weight increases on days 7, 14 and 28, the differences
between groups were not statistically significant. This provides reassurance that the product is unlikely
to be used as a growth promoter. The average daily feed consumption per cage throughout thenxvhole
study period was significantly different between all treatment groups (477.9 g/day for the untrzatad
group compared to 572.6 g/day for the group treated with 35 mg/kg feed), although this nizy liave
been due to the higher mortality in the control group cages.

A total of 23 adverse events were reported (out of 1149 rabbits). It appears that the“requency of
adverse events in each group (such as dysbacteriosis due to E.coli, enterotoxaemifi, cpccidia infection
and Pasteurella pneumoniae) was consistent with mortality rates usually enceyritesed on the farm for
weaned and mixed rabbits. The incidence was not statistically significantly diflerent between all 3
groups.

A total of 306 rabbits presented with signs of ERE, and of those, approxiriately 50% died and 50%
recovered. The proportion of rabbits that presented with at least one cliniCal sign of ERE was similar in
all 3 groups, however this then only resulted in mortality in 25.7% cf affected rabbits treated with

35 mg/kg feed, 46.7% of affected rabbits treated with 25 mg/kg féed compared with 83.3% of
affected untreated rabbits.

Rabbits treated with valnemulin premix had a lower frequeacy*of impaction and diarrhoea than the
control group. Impaction appeared to be more frequent'y chserved in rabbits that died, independently
of whether they were treated with valnemulin or not. #y/mipanism was more frequently reported among
rabbits that were treated with valnemulin compared to the control group. A large proportion of the
tympanic cases occurred in rabbits that recoverec\(57 rabbits in 20 mg/kg feed group and 85 in

35 mg/kg feed group) indicting that tympanism digl not correlate with a negative outcome. The number
of rabbits affected with diarrhoea was similar in treated and untreated rabbits, independent of the
outcome of the disease, with an overall higres’ count of diarrhoea cases in the untreated group.

Removal rates for all-cause mortality (Gue to ERE or adverse events) were 24.5%, 13.8% and 8.9% in
control group, 20 mg/kg feed and 25 rnvg/kg feed Econor groups, respectively. Differences between any
2 groups were statistically significant/{all-cause mortality inversely correlated with valnemulin
concentration in the feed).

Although there was no statistically significant difference in mortality between the treated groups, the
data overall show that the mziusion rate of 35 mg/kg feed appears to be more beneficial than the
lower dose rate of 20 mig/kg feed. Given that sick rabbits have a variable intake of food, a higher
inclusion rate is preiefaple and 35 mg/kg feed (equating to 3 mg/kg bodyweight/day) was confirmed
for the posology.

The overall cancltsions from this pivotal second field study were that while valnemulin cannot prevent
the diseasefrowi becoming clinically manifested, it had a positive and clinically relevant effect in terms
of reducifig the severity of disease and improving its outcome. Valnemulin has been shown to be safe
and efiivacious in the reduction of mortality when treatment is instigated early in an outbreak of ERE.

@werall conclusion on efficacy

The aetiology for ERE remains to be fully elucidated; however, C. perfringens appears to play a role in
the aetiology of the disease, although it is not considered to be the definitive pathogen responsible for
the disease. There is generally good susceptibility across the EU for C. perfringens isolated from cases
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of ERE to valnemulin with MICso of 0.125 ug/ml and MICq, 0.5 pg/ml (range 0.031-64 pg/ml),
although cross-resistance to tiamulin appears to exist.

The proposed therapeutic dose of 35 mg valnemulin/kg feed for up to 21 days was well tolerated by
rabbits. Although no target animal safety study in line with VICH GL 43 was provided, tolerance was
sufficiently demonstrated by pre-clinical and clinical data, and this approach was considered tq beyin
line with MUMS guideline requirements. Higher inclusion rates (60 mg/kg feed) indicated th4duvthat daily
weight gain may be adversely affected, which may be indicative of damage to gastrointegtinai“rlora.
Therefore a warning was included in the SPC stating that the product should not be overaosaed due to
the risk of enterotoxaemia.

A dose determination study investigated valnemulin doses of 20, 35 and 60 mg/kg'fes<d administered
for 18 days from 4 days prior to challenge with an ERE inoculum. In regards to*the endpoints of weight
gain and mortality, a statistically significant and clinically relevant treatment Lanzfit was shown at all
dose levels and there was no clear dose response relationship. Taking inteycorsideration adverse
reactions seen in the highest dose (60 mg/kg feed), a dose between 2¢~73,mg/kg feed was considered
optimal for efficacy. From earlier laboratory studies, it was concluded thatinclusion rates of 20 and 35
mg valnemulin/kg feed are approximately 1.6-1.8 mg/kg bw/day (=& mg/kg feed) and 2.6-3.4 mg/kg
bw/day (35 mg/kg feed), respectively. This was confirmed by a clifigal study, where the inclusion rate
of 35 mg/kg/feed was approximately 3 mg/kg bw/day.

In support of efficacy, the applicant presented two field ste'dies.

The first was a well conducted GCP field trial conductad®n $pain, investigating the efficacy of three
doses of valnemulin in the treatment of a natural outbreak of ERE (20, 35 and 60 mg/kg feed).
However, study results were inconclusive and furthenfield data were required to generate statistically
and clinically robust results.

The second clinical trial was conducted in ,Hungary (2012) to evaluate the efficacy and safety of Econor
premix (20 and 35 mg valnemulin/kg fee) wdministered orally daily in feed for 21 consecutive days in
the treatment and prevention of naturallysotcurring ERE. The study was conducted in line with
scientific advice from CVMP. Valnemu'in 1veatment showed a statistically significant effect versus
placebo, on the severity of disease aryd its outcome (reduction in mortality rate) although it does not
prevent the disease from beconyiiig clinically manifested. The inclusion rate of 35 mg/kg feed appeared
to be more beneficial than th¢ IGwer dose rate of 20 mg/kg feed. Taking into account that sick rabbits
have a variable intake of fa'Gd, ‘& higher inclusion rate, if shown to be safe, is preferable. Therefore, the
CVMP agrees that 35 mg/kgfeed (corresponding to 3 mg/kg bodyweight/day) should be the
recommended inclusiorinrate.

Taking the results.of the study and other data presented into account, the following indication was
agreed by CVMPIReduction of mortality during an outbreak of epizootic rabbit enteropathy.
Treatment shoulavbe started early in the outbreak; when the first rabbit has been diagnosed with the
disease clinigaiy”.

PariE — Benefit risk assessment

Ineroduction

This is an extension application for Econor to add rabbits as a new target food producing species to the
10% premix for medicated feedingstuff presentation. Reduced data requirements have been accepted
on the basis of a MUMS classification. The product contains valnemulin (100 mg/g) as the active
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substance. The product is mixed into rabbit feed at an inclusion rate of 35 mg valnemulin/kg feed (i.e.
approximately 3 mg valnemulin/kg bw) and administered over 21 days to rabbits for the reduction of
mortality during an outbreak of epizootic rabbit enteropathy (ERE). The withdrawal period for rabbit
meat and offal is O days.

Benefit assessment

Direct therapeutic benefit

Valnemulin is a well-known semi-synthetic pleuromutilin antibiotic which shows good activity against a
range of bacteria, including C. perfringens, which play a role in the aetiology of th¢, ERE.

Efficacy of the proposed dose has been demonstrated in clinical and pre-clinical‘studies in rabbits for
the indication: “Reduction of mortality during an outbreak of epizootic rabbit entéropathy (ERE).
Treatment should be started early in the outbreak when the first rabbit hasbeen diagnosed with the
disease clinically.” The product is intended for use in commercial rabbit'faris, and the therapeutic
benefit would be seen during the post weaning, fattening period, when outbreaks of ERE commonly
occur in rabbits, and in particular on farms where the disease is endemic.

The pivotal clinical field trial demonstrated that administrationsef EConor premix to rabbits for 21 days
at an inclusion rate of 35 mg/kg feed (corresponding to 3 masig/bodyweight/day) was safe and
efficacious during a field disease outbreak of ERE as meastred by reduction in mortality, reduction in
clinical signs, bodyweight gain and improved feed consimp:ion.

Additional benefits

This application for a premix for medicated fee'lingstuff provides a convenient way of administering
valnemulin to large numbers of rabbits without additional stress placed on animals from handling. The
product also provides a new treatment pgessihility for a minor species.

Risk assessment

The pharmaceutical part has alreadgy=been assessed previously. Additional experiments have confirmed
that homogeneity, stability duriaa_oelleting and stability during storage in commercial rabbit feed
prepared using Econor 109, bramix are satisfactory.

Concerning target animal safzty, the main potential adverse reaction associated with the
administration of antimierobials to the rabbit is the disturbance of the gastrointestinal microflora, which
ultimately may resuit/in enterotoxaemia. There is clear toxicity for valnemulin at 10x recommended
therapeutic dosey (R®D), and in a field study, the highest dose rate group (60 mg/kg feed) experienced
reduced daily ;veight gain compared to other treatment groups. The pivotal clinical field trial supports
safety of the aroduct at an inclusion rate of 35 mg/kg feed (3 mg/kg bodyweight/day); the risk
thereforesialaves principally to overdose.

An ac¢entable user risk assessment and Phase | ERA have been provided. The product is not expected
to pose a risk for the user or the environment when used as recommended.

A satisfactory residue depletion study has been provided and no residues were detected from zero days
after completion of the treatment. Therefore, the product is not expected to pose a risk to consumers
when used as recommended, and the withdrawal period of zero days for meat and offal is established.
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C. perfringens isolates from cases of ERE within the EU, showed a bimodal distribution towards
valnemulin indicating a resistant population. Currently the level of resistance to valnemulin in

C. perfringens is low; this will probably increase with use of the product. The product should be used at
the correct dose rate and for the correct duration with treatment initiated at the correct time (early in
the course of disease, but not as a prophylactic treatment). The results of the robust clinical tria!
support the proposed dose and duration.

Risk management or mitigation measures

An inclusion rate of 35 mg valnemulin/kg feed for up to 21 days is tolerated by rabbits; the risk of
enterotoxaemia linked to overdose is highlighted in the SPC.

Suitable warnings related to the prudent use of antimicrobials are incorporated wto the SPC, as well as
a recommendation that the product should be used as part of a programmesinci<ding measures aimed
at eradicating or controlling the infection on farm.

Taking into consideration that a new target species was added to the existing presentations of Econor
and also in view of the reduced data provided for this application, tie CVMP recommended re-starting
the PSUR cycle to ensure more frequent pharmacovigilance monicoiing.

Appropriate advice to users and for disposal is included in theSP:>
Conclusions of the benefit-risk balance

The overall benefit risk balance is considered to be positive with a sufficiently clear and complete SPC
and product literature.

Conclusion

Based on the original and complementary data presented the Committee for Medicinal Products for
Veterinary Use (CVMP) concluded that“he=quality, safety and efficacy of this extension application is
considered to be in accordance wita tive sequirements of Directive 2001/82/EC and that the benefit-risk
balance of the product remains faxiourable.
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