) o
mMAR A AEE K
Hunan Provincial People's Hospital
/I O N O T el vl

First Affiliated Hospital of Hunan Normal University

k55 &F KA X

W A AR E 7 2 52 3R

ﬂr:l\!f\ii\‘ 1““ 1L
X1 ST

2018.12. 8




Al AAmAEMAZ, HHBINALE, HmirmIMER

Z (Off-label drug use; unlabeled uses; , out-of-label usage;

outside of labling)

EX: 2iRAmERNENIE. KANE. FIESITELR
ERFEEINNRBABZRNAE.

B A BAAHAERE RN EMHRZ B F KT,




Vo SR R

leall

DL 1 i ik E B S 16 B

¢®Hm, EXFSHMERPBEABERIIZNERY, 2rExE. EE
BAT., =, HE=. ENEMEZR.

SRRENEFEILEHAB RGN, ERAEHATSENBHABASA.

¢ BRERXBFBIEEHET (AREEE) (ETiBRAEEENE)
(7T EEME) (AmARREBREMENEEIE) FEZHACHMRER
HERL, Big4 @ TEEENPRNBRERE X—TAME, B (RNFEE
B (PLEIGE) W (ARTEZX) PERNERFREN EBARHFER
BB



»2014F 7z E—IR A, —RKAE/LRHIZHN8IREET,

A56%BENLHTEFEL BB A%,

> RRAIFIRE, 2010FE )| KFEHF _ERILBIIZEBEBR
ABAARAEE, FREKES.

>HEE—EFRRET. HHRABNAS. iBRAAR—E%
MAGZERPBAHRZERRS NI,

—




E[E

BN T off-label useBY &

I:I‘H"I:I
2 00 27 Anm

A AEX
=

PRABRSY, 2

2 5 (FDA)EIE T 8 X3

=P kiEay {ABBE:

) Y

lealI

DL 1 i ik E B S 16 B

/

()EBIRERH AT AL R A TR T

N =]
ReE &1,

PERETT R

A
Ve

QTG T B R EE R R IE R 2 SN RO R

A
pe

\

(3)7R BRI EL AR LA S M AT SR 4 2 S

FEB9 R ;

Ulﬁ%&ﬁ%@mMﬂTV$EEMI&T,ﬂuM%

ZINRIERITER ST

m AR5 AR




“%Mﬂ%/&%m

lel le

.y
& mwm x I

AmEMTRTE AN EE

iz
B | Bk R R
HH

+ — | MR SLL 7T RV EER1E

— | Zymixd BB ER

1

g — | SR AT

— | BB AANEERED




R A RS EFK
NEBq H vincial P le® ital

Y ¥ unan Provinci eople”s Hospita
e IR TOR S i B RV
RNmw's> The First Affiliated Hospital of Hunan Normal University

SEHEBEABRAE: BREME, —MEEL LhmHmiE
&R EE RV AR R SK LS s B — T2 e Im R T R AV RS

RAMNERABAZE.

mAET7 EBu B AR R

- BIEESFESIE R OERIE PR RUETT 1.

/

sEFnfriam. 27 se.




) g3 ;
mAaR; EE N
Hunan Provincial People s Hospital
W KW e S bR B

The First Affiliated Hospital of Hunan Normal University

BB A



/“\Mz%%/’&éﬁm

§47
v
V.
v

™ Hunan Provincial People® sHosp lal

2R (A

The First Affiliated Hospital of Hunan Nor maIU esty

2 37 8 15 FA 5 A 2 9 R A1 1

e

o

®XETZIVZERSNER

\ 4

%WEE%%%%%¢$ﬂ%ﬁmﬁﬂ

(ERAFARFAENEZE/RIEIZ(2015)) 5255 Hospital pharmacists should be key members of
pharmacy and therapeutics committees to oversee all medicines management policies and procedures,
including those related to off-label use and investigational medicines
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Abstract

Purpese The use of medicines among newboms admitied to
intensive care units is characterized by a high prevalence of
off-labetiunlicensed use and o wide variability in the absence
of intermnational guidelines. A prospective cross-sectional
study was organized with the aim o analyse drug pre:
tions among all 107 Talian level 1T neonatal intensive
care units.

Methods An online gquestionnaire was used to collect detailed
information for cach newbom, and a classification was made
about the license status of all preseriptions. In addition, pre-
seriptions were analysed taking into account a practical guide
prepared by the lualian Society of Neonatology (ISN)
Resudrs The 1-day survey (May—July 2014) regarded 220
newhomn infants admitted to 36/107 lalian neonatal intensive
care units: 191 premaiures and 29 bomn at term. In total, 720
prescriptions (corresponding to 79 different drugs) were
analysed: 191 (26.5 %) followed the terms of the product
license, 529 {735 %) were of-lafel or unlicensed: 193,220
newhomns (87.7 %) received at least one off-label unlicensed
presCripi fectives were the most common medicine
used, followed by respiratory drugs and antianaemics; in an
off-label mannee, the most common was cardiovascalar and
central nervous system (CNS) drugs, gastrointestinals and
antiinfectives. The most common categories of off-label wse
were xge (34.4 %) and dosing frequeney (20.6 %). Compared

* Laurs Cuzzalin
lawra cuzzolin@unives

tion of
2.H. Kossa,

Depanment of Disgeastics & Pablic |
Pharmace
Piarzale o, 3

of Verona,
34 Verona, Iraly

Fatehenefratells-ricerca, keola Tiberisa, Rome, haly

e 51 July 2008 / Accepied: 2 October 2015 /Published online: 21 Osctober 201 3

1o [SN practical guide, prescriptions adhered more frequently
o indications (100 % for ampicillin/sulbactam, =80 *
ampicillin, fluconazole, fentanyl, ranitidine and vancom 3
Coredisions Our results confinm the high prevalence of off-
labelundicensed drug use in the neonatal population and un-
derine a better adherence 1o indications based on clinical
aoesting the need to update information contained
sheets of medicines.

fior

Keywords Newbom - Medicines. - Off-label use - Varisbility

Introduction

Variahility in drug use among neonatal population is a wide-
spread phenomenon [1], and different factors such as the ab-
senoe of dreg research and the particular characy ics of the
mewbom patient could contribuie. Among these factors, the
use of medicines without a marketing authorization
{unlicensed) or outside the terms of product license (of-label)
plays an important role and is common in neonatal intensive
care units (NICUs) due to a lsck of systematic specific clini
testing and limited prescribing information [2]. This use is
neither illegal nor incorrect. being often supported by a
longstanding clinical experience but may expose the new-
Ions 1o further risks as demonstrated by the higher incidence
of adverse drug reactions (ADRs) [3] and prescription errors
[4] observed in WICUs.

In this sudy, drug preseriptions have been analysed in a
sample of newboms admitied 1o a representative sample of
Talian NICUs, with the purpose 1o determine the extent and
mature of off-label (OL) and unlicensed (UL) drug use in this
setting. Moreover, the prescription behaviour was compared
with indications contained in a practical guide 1o the uwse of
drugs in newborns [5] prepared by the Neonatal
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Ecgmiimg Or 2013 With 4 1etier of nvitation and n:qucslci! 1) regional ATrbution and 0! € number of beds/ward (1 cvery

participate to a prospective cross-sectional cohort study. On
the basis of an online questionnaire (Google form), demo-
graphic and drug data for each newbom admitted to the NICU
were recorded by a structured staff neonatologist in a day
chosen within each ward between May and July 2014 (1-day
survey) after sought and information to local ethics commit-
tees. As personal identifying data of the infants could neither
directly or indirectly be attributed to a specific individual and
the study design did not affect the health care of the included
patients, a formal written consent for participation in this study
was not obtained.

Data collected from each newborn present in NICU in the
day chosen (with the exception of neonates who did not re-
ceive any drug treatment) included date of birth, sex, gesta-
tional age and weight, Apgar score, diagnosis and all informa-
tion about each drug administered during the day chosen:
formulation, dose and frequency, route of administration,
length of therapy, indication for use and tolerability. Parenteral

nutrition soluti nutritional such as vitamins

and probiotics and standard intravenous fluids were recorded
but not considered and analysed for the purposes of this study.

For each drug,. a licensed or unlicensed use was determined
according to the Jtalian Drug Compendium 201 3. This classi-
fication was based on information derived from product data
sheets (package insert, Summary of Product Characteristics).

Drug prescriptions were classified into four groups: (1)
drugs following the marketing authorization: (2) off-label
drugs with no information for paediatric use; (3) drugs li-
censed for paediatric use, but off-label for age, dose, frequen-
¢y, route of administration, length of therapy and clinical in-
dication; (4) unlic I drugs, including any change in the
pharmaceutical form made by the hospital pharmacy (person-
alized galenic preparations) or by authorized manufacturers

(special formulations) to make the drug suitable for use in
neonatal care and drugs imported from a foreign country.

In addition, every prescription was compared with a prac-
tical guide proposed by the NPSG, containing information
about all medicines commonly used in NICU and available
both as book [5] and online to all Italian neonatologists.

Data were collected in a database and summarized using
standard descriptive methods. Categorical variables related to
prescription behaviour and geographical location were com-
pared by x* analysis: Statistical significance was defined as
p=0.05.

&) Springer

case>4, with a maximum of 36 beds in some cases).
A total of 220 newbom infants were treated with at least
one drug in the day chosen. As specified in Table 1, 191

Table 1  Bascline charactenistics of the newbomns

Parameter Paticnts
(n=220)
Male gender 131 (59.5 %)
Gestational age (weeks)
<27 82(37.

2831 62(28.2 %)
3236 471214 %)
7 29(132 %)
Birth weight (g)
<1000 93 (423 %)
1001-1499 471214 %)
1500-2500 49(223 %)
2500 31(14.0 %)
Small for gestational age 28(12.7 %)

Apgar score first min

3 44(20 %)

46 80 (36 %)

7-10 96 (44 %)
Apgar score fifth min

3 10 (4.6 %)

46 30(13.6 %)

7-10 180 (81.8 %)
Discases

Anacmia 39

Cardiovascular problems 37

Gastrointestinal problems 44

Respiratory problems 158

Scpsis 33

Suspected/proven infections 157

Other -
Endotracheal mtubation at birth 8
Mechanical ventilation 10
O, supplementation 4
Photothcrapy 12
Catheterization 70
Surgical intervention 18
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GALENICALS IN THE TREATMENT OF CRUSTED SCABIES

52 Indian Journal of Wy The above case illustrates the effective use of galenical preparations in the therapy of crusted scabies
N DermatOlogy e that failed to respond to routinely used therapeutic measures. This case reiterates the fact that galenical

preparations still hold much potential in spite of rich claims made by fixed dose preparations available

Indian J Dermatol. 2010 Apr-Jun; 55(2): 195-197. PMCID: PMC2887531 : : . ‘
P " in the market. The greatest advantage of these galenical preparations is that they can be titrated and

failor-made to suif the patient needs by varying the concentrations of the individual constituents.
GALENICALS IN THE TREATMENT OF CRUSTED SCABIES
P Sugathan and Abhay Mani Martin

From the Division of Dermatology, Baby Memorial Hospital, Indira Gandhi Road, Calicut— 673 004, India.
Address for correspondence: Dr. P. Sugathan, Division of Dermatology, Baby Memorial Hospital, Indira
Gandhi Road, Calicut — 673 004, India. E-mail: drpsugathan@gmail.com

Received 2010 Feb: Accepted 2010 Feb. Finally, som? considerations are needed about caffeine,
commonly administered for the treatment of apnea of prema-
turity, that continues to be used as galenic preparation in 16/36
permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly NICUs {444 %)= panicularly in NOIﬂ‘N’.‘I‘I’l IHI]y, despite [hﬁ‘
cited. availability of a product licensed (Peyona®™): In the absence
of RCTs comparing the safety profiles of the extemporaneous
caffeine and the product licensed, the lower costs of galenic
preparation could explain this prescription behaviour.

Copyright © Indian Journal of Dermatology

This is an open-access article distributed under the terms of the Creative Commons Attribution License, which

Abstract

Crusted scabies is rare. It is a therapeutic challenge, as the common drugs used against scabies are
unsatisfactory. The successful use of galenicals in a 10-year-old girl with crusted scabies is reported.

Keywords: Crusted scabies, galenicals
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Eur J Clin Pharmacol (2012) 68:505-512
DOI 10.1007/s00228-011-1173-6

REVIEW ARTICLE

Off-label use of anti-cancer drugs between clinical practice
and research: the Italian experience

Table 2 Overview of legislative acts on the off-label drug use in Italy

L.648/96 Off-label use is allowed for drugs included in a specific list (known as L.648 list). This list includes:
innovative drugs; drugs not yet marketed in Italy; medicines administered for a different therapeutic
indication, not included in the leaflet in the absence of therapeutic alternatives

Det. AIFA 29/5/2007,16/10/2007, Institution of seven lists containing the extension of the indications of drugs just authorized in Italy.
20/01/2010, 18/01/2011 These lists include drugs administered for specific diseases

L.94/98 Off-label drugs can be used for a different indication when the physician believes that the patient can
not be treated with another medicine already approved for that therapeutic indication provided that data
of efficacy are supported by scientific literature; the patient must be informed

L. 296/06 (provided by the national ~ Widespread and systematic use of drugs outside of the approved conditions is forbidden with the only
financial plan for 2007) exception being cases in which there is no valid and unique therapeutic alternative

L.244/07 (provided by the national ~ Off-label use is possible if supported by Phase III and, in exceptional cases, Phase II studies
financial plan for 2008)

WA AREEN

Hunan Provincial People’s Hospital
7/ IO N G N el VS

The First Affiliated Hospital of Hunan Normal University




“%Mﬁ%/&%m

leall

N B
& mwm x M B B

CHECKING IF PRESCRIPTIONS ARE ADEQUATE
monitoring of off-label prescriptions

Esempio Bevacizumab (Avastin)®

[taly [uscany AOUS
‘Colon Brain eye
Breast ovary
Tung I I I

national authorization regional authorization local Authorization

local guideline <_|
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» The Ministerial Decree (D.M.) 8/5/2003
authorized the compassionate use practice
(Table 3). This Decree refers to patients with
serious diseases and allows their treatment
with drugs not yet authorized on the world
market—when no therapeutic alternative is
available or if the patient is not eligible for
clinical trials. The procedure requires the sub-
mission of a specific protocol to local Ethics
Committee, but the authorization can be
granted only If the drug has been evaluated in
Phase Il or, in exceptional cases Phase 11
clinical trials, and if the related data are
sufficient to provide a favorable opinion on its
efficacy and tolerability. In these cases, the
drug is supplied by the manufacturer

Off-label use of anti-cancer drugs between clinical practice
Pharmacol (2012) 68:505-512

Requirement L.94/98 D.M. 8/5/2003
Possibility to use a drug not marketed in No Yes
any country in the world

Patient informed consent Yes Yes

Absence of valid therapeutic alternative Yes Yes

Supporting scientific dossier International Results from Phase III or exceptionally
Scientific Phase II clinical trials
Publications

Prescription under physician’s responsibility  Yes Yes

Protocol submitted and data collection No Yes

Who bears the costs

“SSN or patient ~ Manufacturer

DYING 70 SURVIVR SR
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CHECKING IF PRESCRIPTIONS ARE ADEQUATE
monitoring of off-label prescriptions

local guideline

1. medical report with the reason for off-label use and
references to support

pharmacist controls the relationship

3. pharmacist sends opinion to the health department
Fposnlve or negative)

within 7 days of the health department authorizes

5. the pharmacist sends the report to the Commission
Therapeutic Regional

6. Pharmaust sends the Region of the cost of the off-
bel therapy
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1.MICROMEDEX#H#EHRZA: .
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