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Periodic Safety Update Report and
National Report Assessment in Turkey:
Scientific Letter

Tirkiye’de Periyodik Giivenlilik Giincelleme
Raporu ve Ulusal Rapor Degerlendirmesi

ABSTRACT Objective: To identify how many reports have been received either authorization/per-
mission renewal reports or routine reports in 2009 and classify top 5 most evaluated active subs-
tance/pharmacological group based on these reports. Material and Methods: We performed a study
in the Periodic Safety Update Report (PSUR) and National Report Assessment Department from
March 2009 to December 2009. Complete data obtained about the drugs were entered into a data-
base. The database was in MS Excel format. Results: Parenteral nutrition and electrolyte solutions
reports (35%) were identified as the most received reports in 2009. Cough and cold medicines
(24%), diclofenac (17%), estradiol (15%) and amoxicillin (9%) reports were the other substan-
ces/pharmacological groups that were ranked from 2nd to 5th respectively. The number of autho-
rization/permission renewal reports were counted 553 (48.7%) while the number of routine reports
were 582 (51.3%). Conclusion: It was determined that, the number of reports pertaining to paren-
teral nutrition and electrolyte solutions were higher than that of other substances/pharmacologi-
cal group. It was assessed that this group’s diversity on authorized/permitted pharmaceutical forms
and dosage types was what caused the difference. This study can be supposed to provide a foresight
to PSUR and National Report Assessment Department in the future. These data may be used for the
development of report assessment plans.
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OZET Amag: 2009 yil icerisinde Saglik Bakanligina, ruhsat/izin yenileme amaciyla ve rutin olarak
sunulan giivenlilik raporlarinin sayisinin belirlenmesi ve s6z konusu raporlarda en fazla sunulmus
olan bes etkin madde/farmakolojik grubun tespit edilmesi amaglanmigtir. Gereg ve Yontemler:
Saglik Bakanlig: Ilag ve Eczacilik Genel Miidiirliigii Periyodik Giivenlilik Giincelleme Raporu
(PGGR) ve Ulusal Rapor Inceleme Sube Miidiirliigii biinyesinde, Mart 2009 ve Aralik 2009
tarihleri arasini kapsayan donem icerisinde toplanan veriler bu ¢aligmada kullanilmistir. Tiim
veriler MS Excel programina yiiklenmis ve bu program yardimiyla degerlendirilmistir. Bulgular:
Hastalarda kullanilan gegsitli parenteral beslenme ve elektrolit ¢ozeltilerine ait raporlarin %35’lik
bir oranla ilk siray1 aldig: tespit edilmistir. Diger dort etkin madde/farmakolojik grup ise sirayla;
soguk alginligy ilaglar1 %24, diklofenak %17, Ostradiol %15 ve amoksisilin %9 olarak
belirlenmistir. Ayrica ruhsat/izin yenileme kapsamindaki bagvurularin sayisi 553 (%48,7) iken,
rutin sunulan raporlarin sayisi ise 582 (%51,3) olarak tespit edilmigtir. Sonug: Parenteral beslenme
ve elektrolit ¢ozeltilerine ait rapor sayisinin diger etkin madde/farmakolojik gruba oranla daha
fazla oldugu belirlenmistir. S6z konusu iiriin grubunun ruhsatlandirilmig/izin verilmis olan
farmasotik form ve dozaj sekillerinin daha gesitli olmasinin buna neden oldugu distiniilmektedir.
Bu calisma ile PGGR ve ulusal raporlarin degerlendirilmesi hususunda yeni yaklagimlar
gelistirilebilecegi ve daha sonra yapilacak ¢aligmalar i¢in bir alt yap: olusturulabilecegi sonucuna
varilmigtir.

Anahtar Kelimeler: Diklofenak; amoksisilin; parenteral beslenme; éstradiol
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harmacovigilance is defined as the science

and activities concerned with the detection,

assessment, understanding and prevention
of adverse reactions to medicines (i.e. adverse drug
reactions or ADRs). The ultimate goal of this activ-
ity is to improve the safe and rational use of medi-
cines, thereby improving patient care and public
health.!

The safety reports [Periodic Safety Update Re-
port (PSUR)s /National Reports] are one of the main
components of the pharmacovigilance system.

A report contains all relevant clinical and non-
clinical safety data only the period of the report (in-
terval data) with the exception of authorization status
information for initial and renewal applications, and
data on serious, unlisted adverse reactions.?

The main focus of the report should be adverse
reactions. The reports should include a scientific
evaluation of the risk-benefit balance of the prod-
uct(s).?

Reports must be submitted for all registered
products regardless of marketing status. A single re-
port may cover all products containing the same
active substance(s) licensed by one marketing au-
thorization holder (MAH).?

The report will usually include all dosage
forms and formulations, as well as all indications,
associated with such an active substance. Within
the report, separate presentations of data for dif-
ferent dosage forms, indications or populations (for
example, children vs. adults) may be appropriate,
however an overview of the combined data should
also be provided.?

For combinations of substances which are also
registered individually, safety information for the
fixed combination may be reported either in a sepa-
rate report or be included as a separate presentation
in the report for one of the separate components, de-
pending on the circumstances. Cross-referencing all
relevant reports is essential.?

A report is intended to provide an update of
the worldwide safety experience of a medicinal
product to competent authorities at defined time
points post-authorisation.?

60

PERIODIC SAFETY UPDATE REPORT AND NATIONAL REPORT ASSESSMENT IN TURKEY...

National Reports are the safety reports about
the drugs which are authorized/permitted only in
Turkey.

At these defined time points, MAHs are ex-
pected to provide succinct summary information
together with a critical evaluation of the risk-ben-
efit balance of the product in the light of new of
changing information.?

As a result of this evaluation, it is decided if
there is a necessity for further investigation or any
changes about the product information.

Once a medicinal product is authorized in
Turkey, even if it isn’t marketed, the MAH is re-
quired to submit PSURs/National Reports at 6
monthly intervals for first 2 years, annual reports
for the following 2 years on routine reports and the
total 5 years period reports (preferably with sum-
mary bridging report) on authorization/permission
renewal reports and thereafter at 5 yearly intervals.
PSURs/National Reports should also be submitted
upon requests of a competent authority at any time
after granting of the marketing authorization/per-
mission.?

The main focus of these reports should be
presentation, analysis and evaluation of new or
changing safety data received during the period
covered by the report.

“PSUR and National Report Assessment De-
partment” was established in March 2009. Before
this date, the report assessment was being made by
Turkish Pharmacovigilance Center (TUFAM).
After March 2009, specially this department has
taken over this function.

I MATERIAL AND METHODS

“PSUR and National Report Assessment Depart-
ment” performed a study with data obtained from
March 2009 to December 2009. Complete data ob-
tained about the drugs report were entered into a
database. The database was in MS Excel format and
contents of the database are product tradename, ac-
tive substance, MAH information and correspon-
dence personnel name for assessing the report in
competent authority (Table 1).
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TABLE 1: An example for the reports in MS Excel format database.

Submission number Subject MAH Drug name Active substance Correspondence personel
215386 Renewal A Sildenafil Pharm.M.Sc. .Ebru SEN
227062 Routine X Ye Zoledronic acid Pharm.M.Sc. Ecem TOPCU

MAH: marketing authorization holder.

All drugs were classified according to their ac-
tive substances. They were listed in order of num-
ber of received reports in 2009 and the top five
substances were identified. Additionally we
counted all routine reports (6 monthly and annual
reports) for brand new licensed products, authori-
zation/permission renewals and thereafter 5 yearly
reports which were received in 2009.

RESULTS

The results showed that; parenteral nutrition and
electrolyte solutions reports (35%) were identified
as the most received reports in 2009. Cough and
cold medicines (24%), diclofenac (17%), estradiol
(15%) and amoxycilline (9%) were the other sub-
stances that were ranked from 2" to 5% respec-
tively (Figure 1).

The number of reports received were 50 for
the parenteral nutrition and electrolyte solutions;
35 for cough and cold medicines; 25 for diclofenac;
21 for estradiol and 13 for amoxicillin (Figure 2).

Parenteral nutrition and electrolyte solutions

Cough and Could Medicines

FIGURE 1: . Most frequently received reports in 2009 (%).
(See for colored form http:/eczacilikbilimleri.turkiyeklinikleri.com/)
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Of these reports 553 (%48,7) were authoriza-
tion/permission renewal reports; while, 582
(9%51,3) were routine reports (Figure 3).

DISCUSSION

The results showed that, the number of reports
pertaining to parenteral nutrition and electrolyte
solutions were higher than that of other subs-
tances/pharmacological group. It is assessed that
this group’s diversity on authorized/permitted
pharmaceutical forms and dosage types was what
caused the difference.

It has been identified that the number of rou-
tine reports were higher than the number of re-
ports presented with regard to authorization/per-
misson renewal. The reason was that the routine
reports periods are more frequent as in 6-month
and 1-year intervals. Within this context, while to-
tally six routine reports are submitted, for an au-
thorized/permitted product, only one report is
submitted for renewals. Therefore, this situation
constitutes for the difference in the number of re-
ports.

Based on literature review with regard to this
research, because there were no related study in
this context, no comparison has been made. This
study is considered relatively important, because of
its uniquness and provides a general insight to the
subject mentioned.

CONCLUSION

Pharmacovigilance is subject to a number of devel-
opments including electronic reporting, mandatory
reporting by companies with registrated products
(also called MAH), inspections of pharmacovigi-
lance activities of MAHs, risk management plan-
ning, development safety update reports, data
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electrolyte solution|

Cough and Cold Medicines|
Parenteral nutrition and|

FIGURE 2: Most received reports in 2009 (number).
(See for colored form http://eczacilikbilimleri.turkiyeklinikleri.com/)

FIGURE 3: Reports content in 2009 (number).
(See for colored form http://eczacilikbilimleri.turkiyeklinikleri.com/)
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mining and specialised staff training in pharma-
covigilance.

Pharmacovigilance systems are necessary for
all countries in order to decide the risk/benefit ratio
of the drugs.*

Nowadays, pharmacovigilance is an overde-
veloping system and every nation should establish
and realise their own drug safety system to protect
the public health and to be aware of their own pop-
ulation and it is performed since March 2005 in
Turkey with published related regulation and
guideline according to European Union (EU) reg-
ulations 2001/83/EC.* In EU an amendment was
applicated to this directive. Because of our har-
monization process with EU, our studies have still
been continued for adapting revised regulations in
pharmacovigilance. In this context, the PSUR/na-
tional report application dates and their scope will
be revised as soon as possible in our country.

This study comprises of the data which has
been obtained since March 2009. For this reason,
results were not comprehensive enough. Ne-
vertheless, future projects planned would consti-
tute more detailed data. As a result, more compre-
hensive studies could be planned to be performed,
in the future based on a variety of subjects and in-
terpretations.

This study can be supposed to provide a fore-
sight to PSUR and National Report Assessment De-
partment in the future. These data may be used for
the development of report assessment plans.

In conclusion, pharmacovigilance is the sci-
ence and the activities relating to the detection as-
sessment understanding and prevention of adverse
effects or any other medicine-related problem.

2. European Union. Requirements for periodic 3.
safety update reports. Volume 9A of The
Rules Governing Medicinal Products in the
European Union Guidelines on Pharmacovig-
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World Health Organisation. Pharmacovigi-
lance Guideline. Geneva: WHO; 2004. p.1-47.

REFERENCES

ilance for Medicinal Products for Human Use.
2008. p.70-89.

Ministry of Health of Turkey General Directorate
of Pharmaceuticals and Pharmacy. [Regulation
Regarding the Monitoring and Assessment of
Medicinal Products for Human Use (Pharma-

covigilance Regulation in Turkey)]. Ankara: Min-
istry of Health; 2005. p.1-5.

Satar S, Sardas S, Akici A. [Pharmacovigi-
lance]. Satar S, editor. Acilde Klinik Tok-
sikoloji. 1. Baski. Adana: Nobel Kitapevi; 2009.
p.57-65.

Turkiye Klinikleri ] Pharm Sci 2012;1(1)



