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P
ublic hospitals in France are under « close m

onitoring» by 
N

ational and R
egional H

ealth A
uthorities 

« C
ontrat de bon usage » (= G

ood therapeutic m
anagem

ent contract) betw
een hospitals and 

regional health agencies (A
R

S
) 

 M
any quality and safety item

s are m
easured about therapeutic m

anagem
ent issues such as 

im
plem

entation of com
puterised prescription, m

orbi-m
ortality review

s, prevention of « never 
events », nom

inative dispensation of drugs, centralised chem
otheray preparations by 

pharm
acists etc…

  
 H

ospital paym
ent by public health care system

 under conditions of perform
ance and results 

on the different points of such contract 
 Inspections by regional health agencies and health insurance authorities 
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R
ole of institutional m

edicine and device com
m

ittees in French 
H

ospitals (1) : Three targets
  

Efficacy : Im
plem

entation of good clinical use of m
edicines (according to S

PC
 labeling and 

« official » recom
m

endations for prescription by physicians, validation by pharm
acists, 

adm
inistration by nurses) and of devices  

 Safety : P
revention of drug induced adverse reactions and drug / device supply organisation 

related errors (objective = attribution of the good m
edicine at the right dose to the good patient 

at the right tim
e) 

 C
ost « containm

ent »: A
dm

ission of m
edicine and devices at the best cost/effective ratio for 

the institution (optim
al benefit/risk ratio for the patients at the low

est costs for the institution) 
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R
ole of institutional m

edicine and device com
m

ittees in French 
H

ospitals (2) : M
ain tasks 

D
ecisions on adm

ission of innovative drugs and devices for the institution = based on 
criteria of m

edical benefit for hospitalised patients (« hospital interest ») w
ith the objective to 

provide patients access to therapeutic innovations (m
edicines and devices) according 

to « m
edical need » or « yet unm

et m
edical need » 

 M
onitoring of prescriptions (detection of off label prescriptions) and P

ublications of 
recom

m
endations of good clinical practices, in order to restrict prescriptions to the 

appropriate patients and reduce drug induced adverse reactions and m
edical errors (exam

ple 
w

ith the overprescription of A
ntibiotics w

ith the risk of highly resistant bacteria developpm
ent) 

 C
ost analyses of therapeutic innovations 
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D
ifferent steps before hospital adm

ission 
 of a new

 m
edicine in France (1) 

M
arketing autorisation by EM

A or A
N

SM
 for m

edicines 

- Therapeutic value (am
plitude of treatm

ent effect versus placebo or versus absence of 
treatm

ent) 
- R

elative benefit/risk evaluation com
pared to reference therapies in the applied indication 

1 

2 
H

ealth Technology Assessm
ent (H

TA)  
H

aute Autorité de Santé (H
AS) 
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D
ifferent steps before hospital adm

ission of a new
 m

edicine in 
France (2) 

-
Agreem

ent to hospitals  
-

Level of reim
bursem

ent for drug delivered outside the hospitals 
-

Level of drug prices 
-

Inscription on the hospital « retrocession list » (direct drug sale by hospitals to non hospitalised patients) 
-

Inscription on the H
ospital list of high cost drugs (« hors T2A ») w

hich w
ill be directly reim

bursed by the health care 
system

 to hospitals 
-

D
ecisions on possible restrictions of such reim

bursem
ents am

ong accepted indications by M
arketing Authorisation for 

som
e very expensive drugs (ex:  new

 antiviral drugs for hepatitis C
)  

-
Public com

m
ercialisation (outside hospitals by pharm

acists) 
-

D
ecision of H

ospital adm
ission by drug and devices com

m
ittees  

 
 

(« com
edim

s ») 

3 

4 

H
ealth m

inistry and Health care system
 authorities 
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Steps before hospital adm
ission of a new

 im
plantable 

m
edical device (Type III) 

M
uch m

ore sim
ple w

ith the E
C

 
certificate ?... 
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Financem
ent des dispositifs m

édicaux 
M

arq
u

age C
E + co

m
m

ercialisatio
n

 

P
rise en

 ch
arge fin

an
cière

 

DM
 pris en charge intra G

HS 
D

M
 pris en charge hors G

H
S : 

 Inscription sur la LPPR
 

(durée d’inscription : 5 ans) 

Am
élioration du SA (ASA) par rapport au com

parateur de référence: 
Efficacité, tolérance, qualité de vie 

ASA I à IV (m
ajeure à 

m
ineure) 

Attribution d’un Service Attendu (SA) par indication: 
bénéfice/risque, place dans la stratégie thérapeutique, intérêt de santé publique 

Inscription sur une ligne générique : 
Tout D

M
 qui répond à la définition et aux spécifications d’une  des lignes 

génériques de la LPPR
 

(1 ligne / service rendu) 

Inscription sous nom
 de m

arque :   
Si revendication d’un caractère innovant et/ou d’un suivi particulier 

+/- création acte C
C

AM
 

(1 ligne / D
M

) 

Pas d’inscription sur LPPR
, pas de 

rem
boursem

ent hors G
H

S 

Si D
M

I et à l’initiative de l’industriel auprès 
de la C

N
EDIM

TS (H
AS)  

2 m
odalités possibles, selon le choix de l’industriel 

insuffisant 

Avis C
EPS  

D
éterm

ination du tarif  de rem
boursem

ent : SA, ASA, du 
D

M
 m

ais aussi des com
parateurs, tarifs des actes 

suffisant 

Inscription sur la ligne 
générique (sauf 

exceptions) 

Auto-inscription: 
P

as d’évaluation de la C
N

E
D

IM
TS

 à l’inscription 
m

ais program
m

e annuel de révision des lignes 
génériques 

+ déclaration AN
SM

 

Pas d’évaluation de la C
N

ED
IM

TS sauf pour certaines 
catégories de D

M
 fixées par arrêté m

inistériel 

C
ode LPPR

, rem
boursem

ent hors G
H

S = 
tarif de la ligne générique 

Inscription sous nom
 de 

m
arque  

Autres m
odalités 

possibles : M
IG

AC, 
PR

M
E, PH

RC
. 

D
épôt dossier C

NED
IM

TS 

M
inistère de la santé :  

Arrêté d’inscription sur la LPPR
 :  

prix rem
boursem

ent + code LPPR
 4 caractéristiques obligatoires pour être éligible à une 

inscription sur la LPPR (DM
I) :  

-
Im

planté en totalité dans le corps hum
ain 

-
Im

plantable uniquem
ent par un m

édecin 
-

D
ans l’organism

e pour une durée > 30 jours 
-

O
bjet principal de l’intervention 

Tout D
M

 non éligible à une inscription 
sur la LPPR

 

G
énéralisation de l’usage : radiation de la LPPR

 

Perte du caractère innovant ou concurrent identifié 
 

Si intérêt potentiel souligné : avis favorable pour 
bénéficier d’un financem

ent tem
poraire et 

dérogatoire  
(article L165-1-1 C

SP) 

Evaluation C
NED

IM
TS = 

délai de 90 jours 

ASA V (absence 
d’am

élioration) 

délai de 90 jours 



11 

P
rocedural steps leading to the decision by the ad-hoc com

m
ittee of  

hospital adm
ission of therapeutic innovation 

E
xternal dem

ands : Pharm
aceutical com

panies w
illing hospital 

adm
ission of a new

 m
edicine or a new

 device (procedure 
instruction on A

PH
P

-C
O

M
ED

IM
S

 w
ebsite) 

 Internal requests : P
ossible dem

ands by physicians or by hospital 
pharm

acists (38 hospitals for A
PH

P
) in front of a m

edical need 
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12 

D
ifferent steps of evaluation by the « m

edicine and 
m

edical device » com
m

ittee 

Internal E
xpertise (scientific team

 of the com
m

ittee) 
E

xternal experts (physicians in the different fields) 
D

iscussion and decision taken during m
eetings of the 

com
m

ittees (m
edicines, devices, anti-infectious drugs) 

A
nsw

ers sent to applicant 
P

ublication of com
m

ittee decisions 
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H
ospital adm

ission criteria and questions for new
 m

edicines : W
hat is the 

therapeutic hospital need ? D
o w

e really need it ? C
an w

e afford it ?
  

M
arketing autorisation labeling of indications 

 H
TA evaluation  (C

om
m

ission de transparence de l’H
A

S) 
–Therapeutic value, relative benefit/risk assessm

ent 
–P

osition of the new
 m

edicine in the therapeutic strategy according to reference treatm
ents and available 

alternative therapies : 
 

 
 

 
H

ow
 m

uch innovative is the new
 proposed tretam

ent ? 
 –P

opulation target : in general population ? A
m

ong hospitalised patients ? 
 

 
 

H
ow

 m
any patients are expected to be treated in APH

P hospitals ? 
 C

ost / Status  
–retrocession list, paym

ent by the H
ealth care system

 or not (« hors T2A list ») 
–M

arketted outside hospital or not 
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H
ospital adm

ission of new
 m

edicines :C
riteria and questions 

W
hich Im

pact of the new
 m

edicine on organisation of hospital activities  
(« rupture treatm

ent effect »)?
  

–
M

ajor points of im
pact : 

•
D

uration / type of of hospitalisation 
•

Im
pact on hospitalisation requirem

ents 
•

A
m

bulatory surgery versus surgery requiring m
ore than one day hospitalisation 

•
Im

pact of expected or avoided A
dverse reactions or com

plications 

–
M

inor points of im
pact : 

•
A

dequation of form
ulation and presentation to hospital use : m

ultiple use vials versus unitary dose 
presentations (allow

ing nom
inative dispensation) 

•
Inform

ations on adm
inistration through enteral nutrition devices or on the possibilities of crushing 

pills or opening capsules (pediatric and geriatric uses) 
•

S
ecurity of package labeling and m

anipulations for nurses 
•

R
eady to use form

ulations versus reconstitutions (pow
der to be diluted in saline versus pre-filled 

syringes or auto-injector pens) 
•

D
uration of stability for chem

otherapy preparations and reconstitutions 
M

any of theses points are not considered by H
TA as im

portant therapeutic im
provem

ents  (translated by 
ASM

R
 gain) but have a potential im

pact on  daycare m
anagem

ent and costs of hospitalised patients 
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H
ospital adm

ission of new
 m

edicines  
C

riteria and questions : Evaluation of costs
  

–
H

ospital C
ost for treatm

ent of patients w
ith the reference treatm

ent  
–

E
xpected im

pact of the new
 m

edicine on direct costs 
•

price of the drug itself com
pared to available drugs  

•
the expected num

ber of patients to be treated by the new
 m

edicine 
•

S
tatus of the m

edicines (reference and new
 treatm

ents) regarding reim
bursem

ent by 
health care system

 

–
A

ssessm
ent of potential reduction (or increase) of hospitalisation related 

costs by the new
 m

edicine ? 
 

–
It is not a classic cost/effectiveness study but a specific hospital cost/benefit 
study 
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H
ospital adm

ission of new
 m

edicines 
O

ther param
eters and criteria to be taken into consideration 

–
Interaction betw

een G
P M

edical practice and H
ospital care  

•
Im

pact of hospital prescriptions on out of hospital prescriptions (possible differential costs) 
•

M
anagem

ent of P
atients hospitalised w

ith their personal treatm
ents that can be not available in 

hospital pharm
acy ?... 

 
–

P
otential of off label prescription 

 –
S

trong pressure form
 physicians to obtain any new

 m
edicine or device…

 
 

–
E

arly access program
m

s (ATU
/R

TU
/E

arly A
ccess P

rogram
m

s by com
panies 

w
ith C

linical trials) for m
edicine still under developpm

ent (before M
A

) induce 
a situation of therapeutic dem

and from
 physicians and patients w

ith a feeling 
of established benefit 
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H
ospital adm

ission of new
 m

edicines : C
riteria and questions 

A
pplication of the of therapeutic « equivalence » principle 

–
B

asic principle : H
ospitals have to provide personnal treatm

ents to all 
adm

itted patients (at least those reim
bursed by the H

ealth care system
) 

 
–

H
ow

ever, H
ospitals cannot m

anage to buy and stock all m
arketed m

edicines 
in their P

harm
acy…

(too m
any, too expensive, not enough room

, m
any 

losses if unused after conservation lim
it) 

 
–

W
hat happens if a treatm

ent is prescribed by a physician to a patient w
hich 

is later hospitalised in one hospital w
here such new

 treatm
ent is not 

available ?
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H
ospital adm

ission of new
 m

edicines : Issue of therapeutic equivalence 
 –

W
hich pharm

acological class ? (sam
e ATC

 level 4 ?) 
–

A
re generic m

edicines available in H
ospital P

harm
acy ? 

–
N

ot necessarily the sam
e indications betw

een drugs w
ithin a sam

e pharm
aco-therapeutic class  

–
In principle, physicians have to stick to S

P
C

 labeling differences, B
U

T :  
•

a sam
e active substance (IN

N
) m

ay have different labeling indications w
ith different m

arketed 
m

edicines (ex : A
ngioedem

a treatm
ent/prevention) 

•
P

hysician should prescribe using the IN
N

 …
 but M

A labeling refers to the com
m

ercial nam
e  

 
–

P
ossible tolerance differences w

ithin a sam
e pharm

aco-therapeutic class 
–

P
atients are used to their treatm

ents and it is not appropriate to change them
 w

hen hospitalised 
(diabetic, hypertensive, epileptic, schizophrenic patients etc…

) 
–

Institutional com
m

ittees m
ay indicate the list of drugs that can be considered as therapeutically 

equivalent (and then inter-changed if necessary) 

Q
uestion : C

an a therapeutic equivalence be established betw
een available m

edicines 
 (hospital pharm

acy)  and those being previously prescribed to one patient ? 
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D
ifferent decisions by the com

m
ittee 

on A
PH

P adm
ission of a new

 drug or device 

A
pproval 
« M

arché négocié » = negociation of price w
ith the pharm

aceutical com
pany or m

anufacturer  
      A

PH
P A

rgum
ents to obtain reduction of prices :  

–
H

igh num
bers of patients in A

P
H

P hospitals 
–

P
otential significant im

pact of hospital prescription on out of hospital prescriptions (sourcing effect) 

Tenders (m
ise en concurrence) for m

edicines considered as « therapeutically equivalent » 

R
ejection 
R

ejected but possible supply through the w
holesaler distributing com

pany (= 
grossiste repartiteur)  

= availability w
ithin 48 h for non urgent treatm

ents for cases related w
ith a very sm

all num
ber 

of hospitalised patients each year (less than 100 pts / year) 

« O
n hold » decision  (S

ursis à statuer ) :  
–

N
eed for com

plem
entary inform

ations, data or additional expert opinions  
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O
ff label use of authorised m

edicines 
Evidence based m

edicine versus M
arketing autorisation (M

A) process 

S
cientific publications are w

ell in advance com
pared to M

A labeling for drugs justifying the 
early access procedures such as ATU

, P
TT/R

TU
 

P
hysicians are enclined to prescribe according to the last published studies results and 

com
m

unications during m
edical congresses in som

e exotic paradises…
 

For expensive m
edicines, hospital budget and the national health care system

 cannot affort 
such behavior 
Physicians in France have the right to prescribe any m

edicine in case of strong scientific 
justifications for a given patient 
M

edicine hospital com
m

ittees are requested to track and ban off label unjustified 
prescriptions 
–

Especially Xth line of chem
otherapy in cancer treatm

ents (w
hich quality of life gain ?) 

–
Preventive versus curative established therapies : ex defibrotide in veno-occlusive hepatic disease post 
Stem

 C
ell transplantation : w

hich value in prevention ? (= O
ff label) = 100K

Euros per patient for 21 days 
of treatm

ent…
 

–
Im

m
unoglobulines in prevention of chronic kidney graft rejection 
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Im
plantable innovative M

edical devices
  

S
im

ilar process of evaluation and decisions by hospital com
m

itees 
E

C
 certificate, sm

all com
panies in m

ost cases 
A

bsence of m
arketing autorisation process and labeling 

S
trong interaction w

ith surgeon im
planting the device w

ith a necessary 
« learning period » 
S

m
all num

ber of clinical studies, under-pow
ered in m

ost cases (sm
all 

num
bers of included patients) 

Very often absence of com
parison w

ith reference therapies 
R

egistries are often useless (not exhaustive, uncom
pleted follow

 up, poor 
quality m

onitoring, unsufficiently financed) 
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Im
plantable innovative M

edical devices
  

H
ow

 to prom
ote innovation for these devices in such a situation ?  

 = C
ase by case discussion according to the innovative aspects of the device, the 

available therapies, the am
plitude and nature of clinical expected benefit, the 

differential costs etc…
) 

 O
nly in the cases w

hen the new
 device is listed by H

AS
 on the LPP

R
 list, 

hospital adm
ission is alw

ays accepted since its cost is directly taken in charge by 
the health care system

 (and not by the hospital budget) 
 B

ut hospital adm
ission dem

and alw
ays occurs long tim

e before H
A

S decision 
…

this is the problem
 !! 



23 

Early access program
m

 for innovative im
plantable 

m
edical devices 

« Forfait innovation » established by H
A

S
 in 2015 

A
llow

s paym
ent by health care system

 of innovative devices w
hen dem

onstration of their clinical 
efficacy has been obtained but requiring additional clinical studies to be perform

ed to better 
define their benefit/risk profile (sim

ilar to the E
M

A conditionnal M
A for m

edicines) 
 B

ut H
ow

 to proceed to reach this level of evidence based m
edicine for innovative devices ? 

W
hat steps beyond w

hen health care system
 does not yet pay for them

 ? Sm
all com

panies 
cannot afford to set up expensive large scale clinical trials  
P

ublic academ
ic hospitals have a role to play to support such innovation and m

ay invest part 
of their budget to such co-developpm

ent w
ith com

panies :  
–

Provide scientific and m
ethodological environnm

ent and support in order to set up clinical studies  
–

Provide recruitem
ent of patients 

–
Valorisation of such investigation is defined by each contract betw

een hospitals and com
panies 

developping innovative devices (hospitals have to get their m
oney back…

 in case of success !!) 
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C
onclusions 

H
ospitals have the obligation to provide patients access to 

therapeutic innovation 
 Financial constraints oblige H

ospital to a m
ore strict regulation of 

care organisation  
 

R
egulatory obligations m

ay induce contradictory debates and 
results : O

ff label use, therapeutic equivalence 
 Look at the debate on M

A
B

 biosim
ilars…
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