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EU ACTION AGAINST FALSIFIED MEDICINES

» Directive published 1 July 2011

Safety Reinforcing the » Entered into force 1 January 2013
features

distribution | ,t4ins measures to increase security
chain . .
of the medicinal supply chain in Europe:

Directive » Strengthen Good Manufacturing
2011/62/EU and Good Distribution Practices
on falsified

including the sourcing of active
ingredients

medicinal
products

» Improve supervision of actors in

Internet Active the distribution chain

sales substances

» Ensure product integrity and
authentication of medicines
(safety features and product
serialisation)




Safety Unique identifier (UI)

features

L Code enabling:

- the identification and
- the authentication

of a given pack.

[ Anti-tampering device (ATD)

Device allowing the
verification of whether a
pack has been
opened/tampered with.

. Delegated Regulation to
Lo the FMD

» Adopted on 2" October 2015
» In force since 9 February 2019




Anti-Tampering Devices (ATD)




Unique Identifier

» Data-Matrix code, developed to ISO-standards
» Key data elements:
= Product code (GTIN/PPN)
» Batch number
» Expiry date

Randomised unique serial number
= National number

Product #: 09876543210982

Batch: A1C2E3G4IS

Expiry: 180500

S/N: 12345AZRQF1234567890




HOW IT WORKS
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HOW IT DOESN’T

ALERT REDUCTION: 2021 MONTHLY ALERT RATE

MNote: the alert rate is expressed as a percentage of the total

number of scans (total number of alerts divided by the total

0,35% number of scans).

0.33% This figure includes alert categories A2, A3, A52, A8, A24, A7 and
! only takes into account alerts and scans raised by national
Dfs 1% fransactions.

EMVS Target Rate:
Less than 0,05%
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GAPS IN THE SYSTEM

MONTHLY DECOM RATE FROM JUN. TO AUG. 2022
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WHAT IT CAN DO

UPLOAD 25/01/2022 05:46:09 EU:
VERIFY 0410412022 07:29:28 BG:
VERIFY 04104/2022 08:29:34 BG:
VERIFY 03/06/2022 06:00:06 BG:
VERIFY 03/06/2022 08:16:02 BG:
VERIFY 08/06/2022 08:12:32 BG:
VERIFY 17/06/2022 14:07:00 EU:
VERIFY 29/06/2022 15:08:35 BG:
VERIFY 0410712022 11:51:42 BG:

N4

Report Details

Merck Sharp & Dohme International Services B.V.: Merck
Sharp & Dohme International Services B.V.

Waarderweg , 39, Haarlem, 2031BN, EU, The Netherlands

WHOLESALER 6yn. Yepm Bpbx, Codus, 1303, BG
HOSPITAL 6yn. Bunrapus 104, Codus, 1618, BG
PHARMACY 6yn.6wnrapws 106, p.Codus, 1618, BG

®apmamxer B OOJ; rp. Cocius .k KpacHo ceno. 6n.208A-
Bex.[

rp. Codoust .k KpacHo ceno. 6n.208A-B ex.I" cknaa1, Codus,
1618, BG

®apmagxeH b OOL: rp. Codms x.k KpacHo ceno. 6n.208A-
Bex.[

rp. Codbus .k KpacHo ceno. 6n.208A-B ex." cknan1, Cocus,
1618, BG

BModesto BV: BModesto BV

Minelva_weg, 2, -, Lelystad, 8239DL, EU, The Netherlands

gapurameﬂ Bl O0L: rp. Codms x.k KpacHo ceno. 6n.208A-
BX.

rp. Cocpus x.k KpacHo ceno. 6n.208A-B ex.I" cknag1, Cocpus,
1618, BG

®apmapxer B OO[: rp. Codhmus x.k KpacHo ceno. 6n.208A-
B ex.[

rp. Codous x.k KpacHo ceno. 6n.208A-B ex.I" cknaa1, Codus,
1618, BG




Consequences for parallel trade

» High priority to keep the legal supply chain clean -> FMD

» Falsification cases in legal supply chain usually in connection with parallel
trade

» Sometimes long supply chains

» Always international supply chains

» Bias? Packages are opened and repacked / relabelled -> close control possible

» Cases detected during incoming goods control at Pl

» Usually serialisation code ok, but classic characteristics (e.g. Enbrel pencils in

the package)




Consequences for parallel trade

At Pl: Code is verified and decommissioned/booked out
Tamper-prove device opened

Secondary package relabeled (sticker) or reboxing

New Tamper-prove device and new code

New code of Pl booked into the system

Problem: There is no connection from first code to second in the system!

Only a connection concerning the batches

vV vV v v v v Vv Y

Since the original labelling is known you could check the serialisation system
of that MS

» In DE: Only a few Pl have problems with falsifications




Consequences for parallel trade

In DE: Only a few Pl have problems with falsifications
Long supply chains
Good-Pl-Practice? Only by product from the MS for which the was made.

But: One main principle of the EU is the free trade of goods




Case review - Pharmagen

» RAPID ALERTS - KEYTRUDA + ENBREL

7007245700
PC 05948985002433

BXP/Tonen po:

Inspectie Gezondheidszorg en Jeugd
I Ministerie van Volksgezondheid,

gl

'{jﬁ} Welzijn en Sport

IMPORTANT - DELIVER IMMEDIATELY
Rapid Alert Notification of a Quality Defect / Recall

Reference Number
NLA/3802
1. To: [updated information in bold]
(see list attached, if more than one)
2. Product Recall Class of Defect: @ II | 3. Falsification / Frasd (spedify)*

(circle one)

5. Marketing Authorisation Number: *
For use in humans/arimals (delete as required)

PanITINAY

4. Product: all products received from
Pharmagen {please sea attachment for
further details):

Keytruda, Enbrel, Simponi, Cosentyx,
Humira, Roactemra, Trevicta, Xeplion,
Xtandi.

Keytruda: EU/1/15/1024
Enbrel: EU/1/99/126
Simponi: EU/1/09/546
Cosentyx: EU/1/14/980
Humira: EU/1/02/256
Roactemra: EU/1/08/492
Trevicta: EU/1/14/971
Xeplion: EUf1/11/672
¥tandi: EUS1/13/846

6. Brand/Trade Name: Keytruda, Enbrel,
Simponi, Cosentyx, Humira, Roactemra,
Trevicta, Xeplion, Xtandi.

7. INN or Generic Name:
Keytruda: pembrolizumab
Enbrel: etanercept

Simponi: golimumab
Cosentyx: secukinumab
Humira: adalimumahb
Roactemra: tocilizumab
Trevicta: palperidonpalmitate
Xeplion: palperidonpalmitate
¥tandi: enzalutamide

8. Dosage Form:

Keytruda: concentrate for solution for
infusion

Enbrel: solution for injection in pre-filled

pen

Simponi: solution for injection in pre-filled

pen, solution for injection in pre-filled

syringe

Cosentyx: solution for injection in pre-filled
n

Humira: oplossing voor injectie in in pre-
filled syringe
Roactemra: solution for injection in pre-

9. Strength:

Keytruda: 25 mg/mi
Enbrel: 50 mg{,/ml}
Simponi: 50 mg (0,5 ml})
Cosentyx: 150 mg
Humira: 40 mg
Roactemra: 162 mg
Trevicta: 525 mg

| | P [ mf ; Qnpp—— [ ¥ G—— L (R o— ) )
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Investigation of Pharmagen

HecmonaHcka yen
AzeHuua no BnucBaHuama
EduHeH nopman 30 3aA8A80HE HO eNeKMPOHHU admu.t;ucmp amusHu ycayau

ﬁ ‘ PENVEAUKA EbATAPUIA Ill.lll Tbp206CKU pe2ucmsp U pe2ucmvp HA opuduyeckume AUYa ¢

Pernctpnm KoHTakti MomoLy 9 Motpebuten ~ Q -A A"’A
Hauyano » ThproBCKW PETMCTHR WM PErMCTLR Ha HOMHL] ¥ CnpaBkwn » AKTYanHO CkCTORHWE
AKTYyaNnHo CbCTOAHUE
"®APMALXKEH BI'" EOO4
EMK 201505694, cbCToAHME KbM gaTa: 3.11.2022r.
06w, cTaTyc OcHogHU o6cmoamencmea
OBRBeHMN akToBe OBBARATE A R OATE IO AT EORETRAA A AR AT RO A5 A B AR MIA S OTIA_LALTE i
WcTopusa
AKTyaneH yupeauTeneH akt 1. ENK/NNK 20110325160754
Jeno 201505694
19. CuapyHULK
YkazaHua 2. dup /H 2021041415521 17.10.2022 1. 08:28:29 AAHHEHEMHASBFEOPFHEB Abprosa bOATAPH Pasmep e smosoToyoeTe—7one:
DAPMAONEH BI' €) 3anuyero obcmoamencmeo.
3. NMpaeHa ¢popma 20221017082829 :
EAHONWYHO ApY#eCTBO C OrpaHWYeHa oTroBopHOCT © 3anuveno oficmoamencmeo.
4. ManucBaHe Ha 4 P 20210414155211 28.08.2021 r. 14:48:37 [OAHWEN EMWUNOB FrEOPIMEB, ibpxaea: BLJ'.IFAPMFL Pasmep Ha gsnosoTo y4yactue: 70 fja.
PHARMAGEN BG Lt!d. ;A;:;MH AAMWTPOB AMMUTPOB, bpxasa: Bb/ITAPKA, Pasmep Ha AANOBOTO yHacTie:
3arteBopn
Kanuman
31. Pazmep 20110325160754
100 ne. 9 &
32. BHeceH KanuTan 20110325160754 0] B

100 neBa




Pharmagen Activi

Aara

Orrosop

p7.06.22 21:30:45
07.06.22 21:30:55
08.06.22 10:57:14
08.06.22 10:57:21
08.06.22 10:57:29
08.06.22 10:57:41
D8.06.22 10.57:54
08.06.22 10:58:07
D8.06.22 10:58:20
D8.06.22 10:58:32
D8.06.22 11:07:59
D8.06.22 11:08:15
08.06.22 11:08:33
0B8.06.22 11:09:15
08.06.22 11:09:22
08.06.22 11:09:33
08.06.22 11:12:32
08.06.22 19:12:33
08.06.22 19:12:56
08.056.22 19:13:32
08.06.22 19:29:50
D8.08.22 19:55:38
08.06.22 19:55:52
08.06.22 19:56:02
D8.06.22 19:56:18
08.06.22 19:56:26
D8.06.22 19:56:42
08.06.22 19:57:11
08.06.22 19:57:42
09.06.22 00:14:21
09.06.22 00:14:30
09.06_ 22 00:14:38
09.06.22 00:14:45
09.06.22 00:14:59
09.06.22 00:15:08
09.05.22 00:15:15
09.06.22 00:15:21
09.06.22 00:15:33
09.06.22 00:15:54
09.06.22 00:16:00
09.06.22 00:165:06
09.06.22 11:15:09
09.06.22 11:15:19

0217230531101155473

- 58046017230731101158824
0108054083011928211591092532611036262XH0417231130
0108054083011929211312247523341036262XH0417231130
0108054083011929211396883631251036262XH0417231130
01080540830119292117854875487 11036262XH0417231130
0108054083011929211651837912641036262XH0417231130
0108054083011929211588488836881036262XH0417231130
0108054083011929211591092532611036262XH0417231130
0108054083011929211312247523341036262XH0417231130

010380021151105021100176119880081723123110H0253H12
0105948985002433211045297612871723013110W002250
0105948985002433211219599664331723013110W002260
0105848985002433211383506383821723013110W002260

0105415062304761217451856597351723123110FM0534
0105415062304761216264206036351723123110FM0O534
0105415062304761212560849275001723123110FM0O534
0105415062304761215102512535581723123110FM0534
0105415062304761217579265392131723113010FG5024
0105415062304761213157595233291723123110FM0534
0105415062304761214493106872211723113010FG5024
0105999530920733172312311021A120421300127856488
0105415062304761218901768110441723113010FGS5024
0108054083011929211701686368381036262XH0417231130
0108054083011929211772579903001036262XH0417231130
0108054083011929211342440794041036262XH0417231130
0108054083011929211418407011601036262XH0417231130
0108054083011929211168618895991036262XH0417231130
0108054083011929211255463444941036262XH0417231130
0108054083011929211639756338721036262XH0417231130
0108054083011929211396883799921036262XH0417231120
0108054083011929211781279761191036262XH0417231130
0108054083011929211224521391051036262XH04172311320
0108054083011929211141623539431036262XH0417231130
01054 138681083092 1134390360997 1723083110LIB1MOC
0105413868108309211101161898421723083110LIB1MO0

OnaxoexaTa moxe aa Suge oTnycHaTa.
Onaxosxkata moxe aa 6uge oTnycHaTa.
OnaxoBkaTta moxe 3a Guae oTnycHaTa.
Onakosxkata moxe aa Gunae oTnycHaTa.
Onaxoskata moxe aa Guae oTnycHara.
O Ta Aa Bwae orTny s
Onaxkosxkara moxe aa Guae oTnycHara.
Onakoskara moxwe aa 6uae ornycHara.
Onakcexara Moxe aa Guae ornycHara.
Onakosxara Mmoxe aAa Guae ornycHara.
OnakosxaTa moxe Aa GuAe OTnyCcHaTa.
O 2 Aa 6vae orny a.
Onaxosxarta moxe A2 Swae oTnycsHara.
OnaxoexaTs Moxe Aa Gwae oTnycHaTa.
OnaxoexaTta moxe aa Guge oTnycHarTa.
Onaxoexata moxe 32 Suae OTNYCHaTa.
OnaxosxaTa moxe Aa Gbuge oTnycHaTa.
Or Ta e or
Onaxoexkata moxe ga Gwae oTnycHaTa.
O aeor
[e] Ta e or
OnaxoBkaTa moXe aa Bwge oTnycHara.
Onaxoskara mowe aa 6uge ornycsara.
OnakoBkaTa MOXE Aa Gwge OTnycHaTa.
Onaxkosxkara mowe aa Gunae ornycHara.
Onakosxkara moxe aa Suae ornycsara.
OnakcexaTa Moxe Aa GbAe OTNHYCHAaTa,
OnaxoaxaTa moxe aa 6bnae oTnycHara.
Onaxoexara moxe 32 6bae oTnycHaTa.
Onaxosxata moxe fa Gwae oTnycHaTa.
Onaxoexata moxe g3 Guge oTnycHaTa.
OnaxosxaTta moxe aa Guae oTnycHaTa.
OnaxoexaTa moxe ga Swae oTnycHaTa.
Onaxosxara moxe aa Guge oTnycHara.
Onaxoekata mowe ga Suae ornycHara.
Onaxosxara moxe aa 6nae oTnycHara.
Onaxoekarta mowe aa Snae ornycHara.
(o] Ta Aa Gwae orny Ta.
Onaxoskara moxe aa 6nae ornycsara.
Onakoskara moxe aa Suae oTnycHarTa.
Onakosxata moxe aa Gwae ornycsara.
O Tae or
OnakcaxaTa moxe 43 Gbae OTNyCHaTa,

K3TO OTNYCHaTa Ha APYINo MACTO.

KaTO OTNYCHaTa Ha APYro MACTO.
KaTO OTNYCHETE Ha APYTO MACTO.

KaTO OTNYCHaTa Ha APYro MACTO.




AUDIT TRAIL OF THE ENBREL - INVOICE TRAIL

Medipharm
Hellas
Q - » »




AUDIT TRAIL OF THE ENBREL - EMVS TRAIL

BG
Wholesaler

Q Q .




AUDIT TRAIL OF THE ENBREL - TRUE TRAIL

¥

x

S ®




AUDIT TRAIL OF THE ENBREL - BEHIND THE

TRAIL T
BG Medipharm
Wholesaler Hellas /

BG Pharmacy

Pharmagen

&
>

BModesto ‘

NL Pharmacy




LESSONS LEARNT

Prevents obvious falsifications. * The system is a tool, not a panacea.

The system gives a glimpse into the illegal » High rate of alerts in the system enables

packs circulation stakeholders to ignore alerts due to various excuses.

It was still important to circulate the Rapid | | Gaps in the system provide entry points.

Alert (and its follow-ups) to the Network in | = Pack information is available to anyone within the
a timely manner to warn the other Member | system.
States and have communication between

the impacted Member States and EMA.

* Audit trail in the system is useful, but may not be

entirely accurate.

It was still important to have GDP

inspections/site visits organised.

=




Problems of the serialisation concerning
the German NMVO Securpharm

» Too many false alerts although error rates are falling

» Reasons:

1. handling mistakes (e.g. double dispence),

2. incorrect printing on of the packs,

3. missing/incorrect data upload,

4. bugs in involved systems (EMVS, NMVS, user software),

5. misconfiguration in the systems involved (software and hardware),

6. unforeseen system behaviour due to high complexity




Problems of the serialisation concerning
the German NMVO Securpharm

Reduction of false alerts necessary

Clever handling of alerts

Providing more reports for authorities

So far no falsification detected in DE and in most other MS via the system
Interesting alerts include usually international trade

Looking for the needle in the haystack: Is the system useful for that?

vV v v v v VvV Vv

Handling mistakes: Clarification at the pharmacy in retrospect normally not
possible




Problems of the serialisation concerning
the German NMVO Securpharm

Dangerous exceptions on serialization:
“VYolume problem” in the hospital pharmacy

Exceptions for Covid-19 vaccines (some vaccination centres couldn’t verify)

vV v v Vv

Exceptions for Donation of medicines to Ukraine (not all Ul booked into the
system, decommissioning not necessary, risk: packages might come back via
illegal channels)




QUESTIONS AND DISCUSSION
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