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A significant change in indication is a change of authorized indication(s) of a medicinal

product where the new treatment target population differs materially fromthe one for which
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disease area: a new age group (e.g.¢ paediatric indication) ora move from severe disease to a

less severely affected population. It may also include a move from 2nd line or other therapy

or for an oncology product a change to the concomitant medication specified in the

indication.
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Haall paaiaall Gndes A8l J};}@)ﬂ&ﬂb)d@ﬁ&}i h\})wwmﬁg;d\@yid\&uﬁm@
Jadisd daae ) ol yal Ma) ey 8 oAy ¢ (yle Cig pee aila Y daa daad o Gla 8 jee (50l bl 5V
M i) AladinY Laliad) s ) ladll

A galall ) JL8) s B3m 5 alal) (1) b 338U e aaill AGHia )l a5y Jlisadl 7.2
Chapter 8 - signal dslaall 3bal saall G jaal) Gun G 2 salall <l U315 ol dalall cllliall ) AWy
4aladl 303U Signal Notification 4 selal) <l i) <) jdad) aasildabiaall cila 5 jliedl L Lé — management
g praall o) sl Ly Lilanall Adad,l

- Scenario 1: Safety observation
Signal status — Not set — As being a safety observation that is still in the very early phase of the
signal management cycles then the signal status can’t be defined at this point in time.
Submission to EPVC — No
Scenario 2: Invalid Signal (after preliminary assessment)
Signal status — (Non-validated — known) or (Non-validated — Other) — Outcome: Refuted & closed
Submission to EPVC — No (N.B. Needed to keep in MAH’s signal tracking records)
Scenario 3: Validated Signal (i.e.¢ it warrants further/in-depth assessment)
Signal status — “Validated for assessment” — Ongoing (N.B. At this stage where the signal
assessment is not completed: it not required to provide the signal evaluation report (SER))
Submissionto EPVC — Yes
Scenario 4: Indeterminate signal. It is validated Signal but unable to be confirmed/refuted at the time
of notification to EPVC
Signal status — “Monitor” or “Assessed - no action” — Ongoing
Submissionto EPVC — Yes (N.B. As a follow-up to the already notified earlier in time to EPVC with
signal status “Validated for assessment”¢ alongside providing the signal evaluation report (SER))
Scenario 5: Refuted signal. Itis a validated Signal but with in-depth assessment has been refuted

Signal status — “Non-validated — other”/ “Assessed - no action” — Refuted & closed
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Submission to EPVC — Yes (N.B. As a follow-up to the already notified earlier in time to EPVC
with signal status “Validated for assessment”¢ alongside providing the signal evaluation report
(SER))

Scenario 6: Confirmed signal. It is validated (i.e.¢ validated signal that has been confirmed with in-

depth assessment or directly confirmed as supportive and informative givensare in place)

Signal status — “Assessed - for action”/ “Assessed - no action” — confirmed & closed

Submissionto EPVC — Yes (N.B. As a follow-up to the already notified earlier in time to EPVC with

signal status “Validated for assessment”¢ alongside providing the signal evaluation report (SER))

» N.B: Refuted signalswill be submitted for medicinal products that aren’tregistered in reference

countery (nonreference medicinal products) and SER will be submitted in all scenarios where SER
is needed for nonreference medicinal products.

A gallall o) L) ais 33m 53 pall) (1) B 3380 e aaill s 50 7.3

Validated signals Aaia ) A galal) ol L) iy Ll Alaal) Al Jiaa /438 pudll Aad ) Alala A8 H0l 0983 —
. Signal validation date isill fu U (e (e 58 0 93 45 H5latii VY saa A e Leandi JiSH o] Al

leanss JLiS) 2y Aiaal) 433 galall ol Ll sy Wl Adapeal) 3028l Jias / 44y gl dad )l Alala 4S50 o585 —
Date 0f @851 JLa3St o )l (e (aa g8 250 45 )5lati ¥ s & (Confirmed / Indeterminate / Refuted)
.completed signal assessment

.issues (ESI)

aladkia) 7 4
Lgoildsios] 448 g 4 galal) ) JL) Al 5an g i) (1) ad ) 58Iy dual ) J o) -]

Marketing authorization holder (MAH) name 4. sudll ias ) Alals 4 il anl Aalall Jséall @
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AS ) sl s JEA) ) S5 5 Adyall Adaa) ol dalia Lgild & 48 gl a1 Alals 3S 80 culS Js 3y —
slowd LUS 23Y JIsa¥) gaen b 4b Wle ¢ MAH name and PV representative ¢ulisll S
Jsialloda BALEN i/ jalidl
Are domestic ICSRs available? sasivdliglaedse SO 5 & 2y e galdll Jiall o
25y e e LSRN LA, o o e (V] pad) dane e LA AR (e JLSAlAS 8N o5 il B —
e i) A gl JLEY 4S5l uaaiual 4las ICSRs
Is the medicinal product of interest registered in a reference rasiuall fuas jo paldll Jisll o
country?

OIS 1A Mandt Jal A AN o o e (Y / pad) daale (e JUEAY) A (o J0al AS AN o8 Jaal) e 8 —
x> e panioe A gelall 3 LS1 4D alaall 4S8l piaatiie
MAH’s product type A4S il paldll jpasiudle gy aldll Jaall o
Innovator/Originator OR Al < jLall sabaaia (he LAY Al o AL AS 3] apfi Jaall 18 (3 —
.Biosimilar OR Generics
Signal scope 3 Y bl paldll Jiall o
Lgahal) O peanioall/ pasivall SST 5F Al 52l Gals O3 BAI 00 5 e 058 Gl Jsiall (pe Jial) 128 —
Gl pnaiasal) g ddagi pall dpSall JEVY/ Sad) Y a8 ity SN 38 Ll ¢ 3 LaV) Led el A sl sl
Adverse {API name S callull gaill e 45 jalasy) 2alll 5 LaY) D) sy ol Sle A el Akl
drug—drug 4 ss oAl Laliall 5 eyl cslS 13 W comma dlali lgin Jeads of e reaction name)
.(Reaction name APl 1 AND API 2) :adulldeluall aladin) 234 interaction (DDI)
Signal status s selall 3 L3) sy palall Jiall - @
AN damte e LAY AE (o osliall JLIAYL AS Al 8685 Jaall e & —
Assessed-no action}¢ Assessed-for actiont Monitor¢{Validated-for assessment
Submission type sl g iy paldll Jisll o
i) g Lgie aduall A salall 5 ) aza ) (@85 il oy LA aad dantie (e JLEAVIAS N a8 Jaadl 20 8 —
Signal Follow-up (SER/No SER attached)}<{New signal notification (SER/No SER attached)
Product trade name _asivwall g jaill asYl (alall Jasll o
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o Glo puantiie JS by LUS SN e Cang Aaliall i salall 5 L3L (3latia (5 jlad pal (10 iSTllia (IS 15 —
2.2.12 Jiall Juniis A8, 2485 (5 ATA a3 elond ALY

APl name/ Al variant = g=lll Jiall @

al sy S e Jasall jemaioall IS 135 ¢ 3o o i IS0 Alladl) 83ll apans AS A0 i Jial 1 3 —
APILAPI2APIS.... Al de lpall s el o pal) LS 5y of camy (Alnd 53e (30 JSH e (5 5

Amflux® — Amoxicillin sodium;Flucloxacillin :J% —

ATC level pasivall usSiy Galdll Jisll o

.Anatomical Therapeutic 4:sa¥) 5% s alasinly 4y el diad I Alels 48 il 058 Jinll 20 8 —

:omlal) sl al (s sl G LAY) Classification (ATC)
ATCS (for API(s) )

ATC4 (for pharmacological class)
ATC code ==l sl o
il Aadl) alall Jlaal) 35S0 aa " ATC level " Golodl Jaall 338,80 JLaa) Gilsh of sy Jisll e 3 —
5 alphanumeric character Juia¥) 1agd (s 3l sall 35S US4 il e caad ATC4 48,4 jial s 1y —
7 alphanumeric character Jiay) 3¢ (s ) sall 35S0 LS AS 80 e and ATCS 48,380 sl g 1) Wl —
Jie —
Diabetonorm plus® — Metformin; Pioglitazone — ATC4: A10BD

Diabetonorm plus® — Metformin; Pioglitazone — ATCS5: A10BD06

Do you want to add another drug name API(5)? ddlial &l jasiue ddlaly paldll Jisll o
& ATC level & ATC API name/ Al variant 4uébal Jsia Jaxdi oy "Yes" 48,80 sl die Jiall e (8 —
bl a ealall 5 LaL 2lia culd Adlial &) jaaiis JASY code & Product trade name
"a gl all clad jall sl ' aldd) JasT) e
¢ ol LS Lol s palall Ll Aol el il g ctloiionall (318 5) o RS o Jaall 134 & —
- Signed Signal Cover Letter.pdf
As guided in EPVC template for cover letter of ‘Standalone signal notification’

« Signal evaluation report (SER) - (signal scope).pdf
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Required for completed assessment of earlier validated signals for innovative/biosimilar medicinal

products registered in non-reference countries where there are domestic ICSRs in place.

«  Supplementary file(s) for the detected signal (Optional attachments)
For example¢ PRAC meeting minutes¢ PSUSA¢ scientific literature¢ health authority communication
lettere etc.

N.B. Supplementary files can be with any file format (.pdf¢ .doc¢ .xlIsx¢ .xml¢ .csv¢ .pngt etc.).

gl i) 4S9 A galal) i) L) Al S g galS) (2) Ad ) 538 Al fpdnd) o
aad— dlaal ddasldalall 3 a3l daglill 44 galall ) LSI w338 53 Aalall — Signal Reception 2 3L Casgins
AU Y
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3LV ) i€y 4 geall/Agdall ) paniisall ae s jall ApuSall JEYV uSall Y1 and 8 Jiaty SEH 33 Ll
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. comma 4lalé Lagin

L a5 Al ) pumaionl 3350 el A sledll e o

EDREX:NP.CAP.Care.012 2K
2 JaaYl )
2023 id




132 .3 NA 4:US 5 ¢ Signal inquiry 35 galal) ) sl Baa gl Ale <l jludin yady 4K L)) s S s By —
.Jaadl

" Submission type " il g 5o palall Jisll e

il e conliall JLaa¥h L Adapall Adad) Jias / 408 sudll dad )l Alals 48500 0585 (5 jal) Jaal) a8 —
Al axia e Ay

* Signal Amendment — reply to EPVC letter;

* Signal Appeal —reply to EPVC action letter;

* Signal inquiry — MAH initiative;

* Signal inquiry — reply to EPVC action letter or

* MAH request meeting with EPVC’s Signal staff

Wiy glaall il yal) Tyl 1 o alall Jiall e

= Signal reception 2 3Ly slaiall aadill ¢ 55 dAlall cld caldlally cilaiioall s 3l 4S8 Je gy —
Gl sal
¢ Signed signal cover letter.pdf
e N.B. The cover letter should be signed and dated by QPPV or LSR¢ with defining a list of all
attachments.
e Asappropriatet attach documents relating to the MAH’s response to an EPVC action letter
as per requireds including¢ without limitations:
1. Signal Amendment — response to EPVC letter (serial_number).pdf
2. Additional attachments support the original submission on signal reception 2¢ includings
without limitations¢ (medical literature paperst intermittent/final clinical study reports¢
any other attachment supporting MAH’s signal assessment conclusion ¢ etc.). Taking into
consideration that Supplementary files may be at any file format (.pdf .doc¢ .xIsx¢ .xml¢
.CSV¢ .pnge etc.).

N.B. Itis recommended to rename the attachments as shown above.

e Signal Appeal —reply to EPVC letter (serial_number).pdf
e Signal inquiry —reply to EPVC letter (serial_number).pdf

As appropriatet MAH has to attach for examplet
46
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* Signal inquiry — non specific.pdf OR Signal inquiry — (MAH initiative).pdf
* Signal proposal.pdf

* Request meeting with EPVC’s signal team regarding relevant requirements.pdf
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https://sites.google.com/view/pvcenter/mah-list-for-letter-receival?authuser=0
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Approval letter
Leale a0 55l &5 (Al A sl Al e 4 e 3S Al 23lA0 5 ) ggan s () Jady A g ailasall CBle 48 )5 -2
Cover Letter (signed & stamped include the percentage of coverage)
(peie 50 00 o) o) Famall e ) catiia o a 35l Qo s -3
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& sl Al () siall 5 g STV 2 jll g Cailedl Gl ) e (5 siag Aiine -4
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non-compliance <lilkiall cilS Hall d5)las aae OYla 22
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ACO: Addendum to clinical overview

Al: Active Ingredient

API: Active Pharmaceutical Ingredient

ATC code: Anatomical Therapeutic Chemical code
CEO: Chief Executive Officer

CTD: Common Technical Document

DHPC: Direct healthcare professional communications
DLP: Data Lock Point

EDA: Egyptian Drug Authority

EPVC: Egyptian Pharmaceutical Vigilance Center
EURD: The European Union reference dates

ICH: International Council for Harmonisation

ICSRs: Individual Case Safety Reports

LSR: Local Safety Responsible

MA: Marketing Authorization

MAH: Marketing Authorization Holder

PBRERs: Periodic Benefit Risk Evaluation Reports
PRAC: Pharmacovigilance Risk Assessment Committee
PSMF: Pharmacovigilance System Master File

PSSF: Pharmacovigilance Sub-System Master File
PSUSA: Periodic Safety Update Report Single Assessment
PV: Pharmacovigilance

QPPV: Qualified Person Responsible for Pharmacovigilance
RFIs: Request for Inspections

RMP: Risk Management Plan

SER: Signal Evaluation Report

SmPC: Summary of Product Characteristic

SOP: Standard Operating Procedures
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