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Pregabalin abuse in France: results of a national retrospective and
camparative cohort study
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Introduction: Abuse of pregabalin has been suggested ina few pharmacovigthimee
studies and tn o small population-based survey among opinte users in Europe.
Today, no data supgest any potential for mn.uliml'ul abuse in the general population
in Friunce, We aimed to assess pregabalin abuse in il:v general French population,
in compirison with other similarly indicated drugs. @ ocinted fictors,
Material and method colort study was » sed on the BGR (General
Sample of Beneliciaries), a national 1/97th representative sample of the Insured
French population. from June 2006 1o December 2012, including new users of
pregabaling compared to 2 control groups of new users of gabapentin or duloxe-
tine, The matn outcome confirmed abuse, defined as daily use above the maxi-
mum recommended dose. Time to abuse was d ed using the Kaplun-Meter
survival model. Factors nss ed with abuse were mvestigated through o Cox
proportional hieard regressi wodel with time-dependent covariates,
Results: 13 869 subjects were included: 8692 (62:7%) for pregabalin
(T4+2%) for gabapentin and 3214 (23-2%) for duloxctine. Drug abuse was
ed for 1112 (12+8%) patients in the pregabalin group, 130 (be6% the
gabapentin group, and 313 (9:7%) in the duloxetine group. with a ~|;ﬁ|1|ha.||1| dif-
1Lrl.'m=' between groups (log-rank: ' < 0-0001). Factors assoctated with prega-
balin abuse were youny age (1 < 0-0001) high number of distinet preseribers
(P =< 000071), methadone exposure (TR = d=dd: 93%IC (1-7-11-9); ' = (-003),
sincer (HR = 1-310 95%I1C  (1-12-1-53) P = 0-001)  multiple  sclerosis
(HR = 1497 93%IC (1-35-2:88) = 0-0004), and nearopathy (1R = [-82:
OSUIC (T-09-3=04 0 ' = 0+02). In other groups. voung age, psychostimulant
drugs or depressive disorders were associated with abuse.
Discussion/Conclusion: Abuse of pregabalin wis more frequent than abuse of
gabapentin or duloxetine in Franee, Morcover, our results suggest an incrensed
risk of pregabulin abuse nmong opinte maintained and hyperalgic patients. [1-3]
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Pregnancy outeome among partners of male patients receiving imatinib,
dasatinib or mlntinlh in chronic myeloid leukemia (CML): reports
collected by the F vm:h regional Ph.mu.u vigilance (I'V) centers
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nib and nilotinib. the 3 first selective Hll -ABL e
osine inhibitors (TKD) in CML, are also ||1h:h1l::r‘. ol "ofl-target”
kinases as PDGFR and c-kit expressed by various cdlls during embryogene
adult life. in particulir in gonads. Thus they are involved in male and female
reproductive function,
Beeause of the mechimism ol action and teratogenicity risk, women of ¢hildbear-
ing should use effective contraception. In men, no consensus exists for svs-
tematic sperm banking prior to initinting a TKIL
Material and methods: Spontancous reports of pregnaney following paternal
exposure to these 3 TKIs registered in Terappel or French PV databases up to 07
fuly 20115 were analyzed.
Results: Cases. notilied between 2000 and 2003, concerned 14 male patients,
Reports were refrospective m 3 cases,
Mean age: 32 years [19—42] unknown (4)
TRIE: 12 tmatinib (one concetved twins: switched to dasatinib 4 davs after the esti-
mated conception datel. 1 dasatinib and 1 nilotinib: no other treatment mentioned
Daily dose: imatinih 400 mg (6 600 mg 12} and unknown (43 dasatinib
140 mg; nilotingh SO0 mg
Medinn treatment duration ot conception: 3 months [9-79], unknown (5)
Pregnancy outcomes were known for 13/14: 1 carly miscarriage (imatinibl, 2
nduced abortions (imatinih and dasatinib) and 10 births (6 boys, 5 girls),
fy children were born without any defect or neonatal pathology.
2 {twins) had neonatal complications (intraaterine. growth cetardation, respira-
tory distress).
3 hasd amomiadies (all retrospectively notificed ):
- complex cardiopathy discovered during pregnaney requiring surgery (imatinib)
- pyelouretral junction syndrome discovered in a 20-month-old child following a
pvelonephritis (imatinib)
- mild pulmonary valve stenosis dingnosed inoa -month-old infint reg
survedlliinee, acute myveloid leukemin with translocation H4:11) and MLL rear-
rangement was also dingnosed at the age of 19 months, in complete remission
1 year after allograft (nilotinib).
Discussion/Conclusion: Lit l-r.|lun> provides reassuring data on pregnaney oul-
come among partners of o atients treated with imatinib (over 150 pregian-
cies); however, data are |i||||lu| Iur other TKIs, In our fittle se a relationship
between the TRI 6 by the father and anomalies observed in the offspring
cannot be formally iblished, 1t seems important to keep on notifying these
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Introduction: lmatinb, &

pregnancies to better assess the risk of paternal exposure, especially Jnd
:m(? 3rd generation TKIs. Long-term follow-up of the offspring is also essential,
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lnlr l.lul.linn. Drug adverse effects are 0 publie health concern. The French
sdicines Agency (ANSM) relies ona network of 31 regional centers of pharma-
ince (CRPVsE One of the tasks of the CRPVs s to alert about drug induced
dverse ellects. The efficieney of this alert requires the use of quality process
tect these ndverse effects, Henee, the aim of our study was to pedorm o Risk
mapping in the Burgundy CRPV based on o process, Inonder to I risk man-
agement tool, Oor study took place in o context of current national pharma-
covigil sition and recent results of audits |‘J('T|H1'Illl‘l! in the CRIPVs,
Material and methods: First, we Tormalbed the pro rom receiving o call
in the Iiur;_uml\r CRI'YW to ttn trnsm lII of & lln effect 1o the ANSM™, A
ompaosed of pharmacists.
fins, @ secretary, A q ity engineer and pl:.um.uy and medical students,
ted the process. Then. according to the filure modes, elfeets and criticality
is (FEMCA) method. the failure modes were defined and their eriticality
were caleulated on the basis of the likelthood of occorrence (from | to 50 the
potential severity for drug safety (from 1 o 5) and the detection probability
(Tronm 1 Lo 3).
Results: Through consensus, the committee identiticd 20 fuilure modes, 47
causes and 8 potential elfects. We chose to implement an action for o eriticality
=20, An action plin has been identified with regard to the five followi rm, m.un
axes: 1- Awareness. training and information for healtheare professionals; 2-Ca
repart mforim S-Unusual case report; 4-CRIPY medical staff training: 3
CRPV or g
Discussion/Conclusion: For the first time, we carried out o Risk mapping in
the Burgundy CRPY. FEMCA is o useful approach to improve risk assessment
and provide directions for prioritizing improvement actions in our daily activity,
Moreover, this Risk mapping & a tool tor risk munagement and allows us to
estihlish measures in response to CRIPVS audits,
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Introduction: Gynecomastin is an enlargement of the mammary glands in mile
breag, atteibutable to the proliferation of the glandular tissue, Fiologies are mul-
tiple: drug is the second ctivlogy of gynecomastia with 200 of cases. The main
objective of our study was to characterize rare and unknown eases of drug-
induced  gynecomastia reported 1o the French Network of PharmacoVigilance
Centers,

Material and methods: We perlormed o retrospective analysis of gvnecomastia
registered in the French Pharmacovigilance DataBase (FPVDB) and  sponta-
neously reported between Janvary 1st, 1985 and December 31th, 20173, We
retrieved ¢ registered under the MedDBA terms « gynecomastia v (T and
THITHFY se n (PT) wh concerned men over 18 vears old. We
scluded cases corresponding to another medical dignosis or those without suffi-
cient dita,

Results: We analyzed 1126 cas

s of gvnecomastin concerndng 2230 dnigs out
of 1427 registered. which repre % of s registered in the PFPVDB.
(3071 excluded cases), Some drug clisses which induee gymecomastin are well
Enown s this adverse reaction is mentioned in the Summary Product Charne-
teristics: neuroleptics. antidepressants. antiretrovirals, ;!II“]I\"FLF{LI ives, hypoce-
holesterolemiants and antincids, o oour study, the most frequent known ATC
drug cluss wiis antiretrov drugs (30,3%) followed by cardiovascular drugs
¢ d some nervons system drugs as neuroleptios (5.1%)

and antidepressants 13.3%). Some drogs were mentioned in Herature, the most
I equent retrieved in our study was retinoid drogs (0.8%) followed by fibrates
724% ) antihistimine drags (0.4%), Daorogquinolones, metronidizole and isoni-
aide. The most frequent anknown drugs was bengodinzepines derivatives drugs
(3.9%), followed by beta blocking agents (1.6%), angiotensin 11 antagonists
(10.94%) and anticpileptic drugs (0.76%). Other unknown drugs involved were:
glicocorticoids, cicletanine, minoxidil, cloptdogrel and  tamsulosin, For the
LosoIme {ﬂlll[!lt‘lﬂl'lll?]l’)‘ .-.'lulliu.-: mnsl hc mm!m'!ul 1o conlirm this ady
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Introduction: Tn case o drug reeviduated by regul
decreased benelit-risk ratio. its reimbuorsement rate can be lowered. Thus, the use
of the drug should deerease as: i) diniciins decrease their preseription of o drug
considered of low interest; i) patients will nsstme o bigger part of the drug price.
I the case of cholinestersise inhibitors (Chl in Alzheimer's disense {(AD) a0 wide
conlrover: ose i Frimee, some pdvocating that Chis, even of poor efllicacy,
allowed structuring patients’ trajectory of care. This study focussed on the public
health impact of Chi reevaluation eampaign (2001 1) and following deretmburse-
ment (ChEU) from 63% rate Lo 13% i France (0320120, 1t considered 1) trends

atory agencies ts attributed a




