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Section 1: Unit Structure

Standard 1.1: Referral and diagnosis of breast cancer
Standard Statement 1.1: iasiia g¥i da)a Saag oL
All breast clinics have facilities to provide a rapid access
breast cancer service.
All main diagnostic modalities are available to the breast
clinic:

e Mammography (with immediate reporting)

e Ultrasound of breast lesion and axilla (with immediate

reporting)

e FNA (if this modality is used)

e Core biopsy (not reported immediately)
Standard ].2 Multidisciplinary Team Working
Standard Statement 1.2:
Patients with breast cancer are managed within a structured
multidisciplinary team (MDT). Prior to performing any definitive
treatment, the patient is fully discussed by a breast cancer
multidisciplinary team.
90% all new Patient’s should be discussed at the meeting
before any treatment is administered.
b @) glhyew Buas dadidl aVLal e %90 Al J8Y1 e
=) e J3a (6l elya) Jd Glaadil) s sie phgY) g Ll
ahs¥ls i alall cl_aadi gl da¥) o e G (Grand

cpanailly 4ai¥y aslsililly

_89_



82021 (smads) Al i (Aiahaaaldl) a3 5 ) Oty Aslal) aaadl

Standard 1.3: Support and communication

Standard Statement 1.3

Patients are fully informed of the different options for

treatment and involved in decision making to the extent they

wish. Clear lines of communication are maintained between

the staff in the breast unit and the primary care team.

Al Gl pe dalsilly (il aea W aadie a5 s

U P, PN (3 JEC

Standard 1.4: Audit

Standard Statement 1.4

Prospective audit is an integral part of breast cancer services.
LV Cppeeat] (5l ) A Lnen)

Section 2: Diagnosis, Staging and Pathology

Standard 2.1: Non-operative Diagnosis

Standard Statement 2.1

All efforts are made to diagnose patients non-operatively,
enabling a full treatment plan prior to first treatment and
allowing them to have only one definitive procedure, where
possible.

A minimum of 80% of breast cancer patients have a non-
operative histological diagnosis (core biopsy should be the
norm).

Triple assessment (clinical, imaging and biopsy) of a discrete

abnormality provides accurate diagnosis
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@ ehal Jd mnin g a8l glaya <L e %80 U8 e
dafy A iVy SlSY) aadll) DU i) 3yl e oaba JAas
(BYL sl clie
Standard 2.2: Staging of Axilla
Standard Statement 2.2
All patients suspected of invasive breast cancer should
undergo pre—operative assessment of the axilla by ultrasound
(US)
A minimum of 90% of patients, with invasive breast cancer
have axillary ultrasound pre—operatively
Os3l Bygem Jae cany (531l U pess eaddiall <V e %90 SN e
chall Jaxll Ji ) 3 doglaalll axal) oyl
A minimum of 80% of breast cancer patients, with suspicious
axillary nodes on US pre-operatively, undergo FNA/Core
biopsy of at least 1 suspicious node
Ciat dgliad 218 dgag e @il oy VL 50 %80 U e
e saralysae e die Al sy (el g 8 A uiyag Y]
g J8Y)
Standard 2.3: Pathology — Tumor features
Standard Statement 2.3
Pathology reports of surgically treated breast cancers include

the minimum details recommended for treatment planning.
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A minimum of 90% of surgically treated invasive breast

cancers have the tumor grade known and reported.

A minimum of 90% of surgically treated breast cancers have

the closest margin reported in mm from invasive tumor and in

situ disease separately.

A minimum of 90% of surgically treated breast cancers have

the whole tumor size reported in mm including invasive tumor

and in situ disease.

Gob (e 4ay Adpe oy Jalicd) oyl G0 %90 J8Y) e

O e 2l Gl alally e lly diall ans Jiacd aay (sl
calalls dald) Al 3gaa g (Uayud) LA

Standard 2.4: Pathology — Tumor receptor status

Standard Statement 2.4

Pathology reports of invasive breast cancer should include

Oestrogen, Progesterone and HER?2 Status. This should be

assessed on the diagnostic core biopsy.

Lipa oay loaa Laddiall (il glhy v cVls e %90 J8Y) o
«(ES, PR, HER 2) sala Ja35 (gl U8 g dsigarel) cDbiindl)

Section 3: Treatment

Standard 3.1: Surgical management
Standard Statement 3.1
All patients who do not have distant metastatic disease are

considered for surgery (+/-neoadjuvant treatment).
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A minimum of 80% of all (non—metastatic) breast cancers are
surgically treated.

Laba agadle i dine Ll @il Glaju eV e %80 S8 e
Standard 3.2: Breast Conservation
Standard Statement 3.2
Breast conservation is safe for isolated small breast tumours
when combined with radiotherapy.
A minimum of 80% conservation rate of surgically treated
small cancers less than or equal to 20 mm whole tumour
size (pathological diameter). (Excluding patients with
multifocal disease and patients who have undergone
neoadjuvant treatment).
G e 2 0 Lgana d sl (gl 0 a1 (0 %80 31 e
Standard 3.3: Adequate surgical excision
Standard Statement 3.3
Tumors must be adequately excised with a clear margin to
reduce the risk of local recurrence.
A maximum of 10% of breast cancer patients with breast
conservation have final excision margins of less than 1mm.

o oSa ki dabias Leadle & Al eV e oY) a2 %10

kel g dlhayudl LAY (e ZAY Lagaal) daleeddl Ji8

Standard 3.4: Surgical Staging of the Axilla
Standard Statement 3.4
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Surgical staging of the axilla is performed in all newly
diagnosed patients with operable invasive breast cancer who
are undergoing surgery..
A minimum of 90% of breast cancer patients having surgery
for invasive carcinoma, undergo surgical staging of the axilla.
e Aabad st 1) o) sy cLs 50 % 90 J3Y) e
L) il 2l an s ee L
Standard 3.5: Conservation surgery to the Axilla

Standard Statement 3.5

To minimize arm morbidity, the extent of surgical staging of

the axilla is minimized in patients with a low likelihood of nodal

spread.

A minimum of 80% of breast cancer patients undergoing

surgical staging of the axilla, with no nodal spread on axillary

US, have sentinel node biopsy or node sampling rather than

axillary clearance. (Excluding patients who have undergone

neoadjuvant treatment).

e %80 b coag la DU L ks dlaall J8 55l S Jla 8

O Aiane e 3T f (Lalall 5ol dogle Aue 320 3oyl e i
chall L) calany (uls )

Standard 3.6: Radiotherapy to the breast

Standard Statement 3.6

Radiotherapy is normally given to the breast after wide local

excision to reduce local recurrence.
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A minimum of 80% of breast cancer patients receive
radiotherapy to the breast after conservation for invasive

cancer (excluding breast cancer patients taking part in trials of

radiotherapy treatment).
(radiotherapy can be omitted in patients over 70 years with
good prognostic tumours (ER+, HER2- and Grade 1 or 2)
e At Lilaias A alleall g2l gldayas <VLs e % 80 BV e
L 70 o LAY VLAl s D e (g 28l e ela i
Az Gldalge Cildg
Standard 3.7: Radiotherapy to the Axilla
Standard Statement 3.7
Breast cancer patients undergoing staging of the axilla (FNA,
Sentinel Lymph Node Biopsy or axillary sample), which shows
nodal involvement, require to be treated by radiotherapy or
axillary node clearance.
A minimum of 85% of breast cancer patients receive axillary
radiotherapy or completion axillary clearance after a sample or
sentinel node biopsy which demonstrates nodal involvement.
Caglan gl ) e elad) pile dhn cVLAN e %85 JEY) e
onge doglaadl) aaall dam il 1Y @lldg Bl sl
Standard 3.8: Endocrine treatment of Oestrogen positive
cancer

Standard Statement 3.8

_95_



82021 (smads) Al i (Aiahaaaldl) a3 5 ) Oty Aslal) aaadl

All women with Oestrogen or Progesterone receptor positive

invasive breast cancer are considered for systemic endocrine

therapy.
A minimum of 90% of invasive breast cancer patients who are
ER positive or PR positive, receive treatment which includes
hormonal therapy or ovarian ablation (excluding breast cancer
patients in clinical trials of hormone therapy).
e gt 05 ) Glaydl N La (50 %90 e J Vi
Lisen Ladle G dinge drisard
Standard 3.9: Chemotherapy for High risk Breast Cancer
Standard Statement 3.9
All women with intermediate or high-risk Endocrine receptor
negative disease are considered for chemotherapy.
A minimum of 75% of breast cancer patients, less than 70
years of age at date of diagnosis, who are node—positive, and
ER and PR negative receive chemotherapy as part of initial
plan of treatment.
Vs oY) 8 Aglaalll aoall pimial) (ol glajye s e %75 e JaYl
padlay o) a8 70 0 pajlacl iy 4nisen COLe agaal 2as
EINNE
Standard 3.10: Trastuzumab for HER2 positive breast
cancer

Standard Statement 3.10
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All women with HER 2 positive intermediate or high-risk
disease who have received adjuvant chemotherapy are
considered for Trastuzumab.

A minimum of 75% of breast cancer patients with HER2

positive invasive breast cancer who have received

chemotherapy, receive Trastuzumab. This includes patients
who received either their chemotherapy or Trastuzumab as

neoadjuvant treatment.
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Section 4: Outcome

Section 4.1: Long-term outcomes of Breast Cancer
Treatment
Standard Statement 4.1
The aim of improving the breast service is to improve the

outcome from breast cancer.

A minimum of 75% 5-year overall survival rate for all breast

cancer patients.

Not more than 10% 5-year local recurrence rate for patients

who have been treated surgically.

A minimum of 60% 5-year disease—free survival rate for
patients who have been treated surgically.

Yo TS e Glgin pead Baal alall Blaal) Jare Joo V) o —
Laaba doabind) QLS Gudi (8 layadl 3350 Lo 205 Y1 ms =
%10 e Glgin 5
Jaiae 05 o s Lualys dalladdl eV LAY 0 %60 J8Y1 e -
clgins Gaadd layd) ¢92: sl

Based on Scottish Breast Cancer Guideline 2007-2016
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(4) o2 Gl
(Aaa  Algd gt il diglhal) Clailual)
Registration Requirements for Local products

1. The valid license drug store / wholesaler or scientific office
issued from the Ministry of Health.

2. A pre—approval application for registration, submitted in five
copies to the Drug Registration_ Department (DRD). The
product pre—approval should be approved before preceding

the registration process.

3. The site master file of the producing company.

4. The prices certificates as required in the pricing policy
document.

5. Master Formula (Composition + Pharmacopoeia).

6. Raw material specification.

7. Manufacturing Process.

8. In process control.

9. Method of analysis of finished product.

10. Finished Product specification.

11. Original certificate of analysis of finished Product for three
different batches.

12. Clinical Data.

13. Sample of medicinal product in its proposed packaging

including label & reference standard materials.
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14. Prescribing Information for the physician.

15. pecification of packaging material.

16. Patient package (Inner — outer — Patient pamphlet... as

follows).

17. Stability Data and proposed shelf life.

18. Bioequivalent study (where Applicable).

For products to be manufactured under license (Contract

Manufacturer )

An authenticated manufacturing license for the product owner,

issued from the relevant health authorities in the country of

origin.

1. A legalized letter of agreement between the two concerned
parties, signed by both parties, and issued in accordance
with the GMP requirements.

2. The plant master file for the contract giver and acceptor.

3. An authenticated GMP certificate issued from the
relevant health authorities for both parties.

4. An original authenticated free sale certificate /| CPP issued
for the concerned product, which is under contract, from

the relevant health authorities.
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9.

(5) o gade

3 gia  Algd paniue sl Z\,@u\ S Aiieal)

Registration Requirements For Imported Products

. The valid license drug store / wholesaler or scientific office

issued from the Ministry of Health.

An application for registration, submitted in two copies to
the DRD.

A legalized letter of appointment from the owner of the
medicinal product, showing that the importing company is
the sole agent / exclusive distributer.

An authorization for registration from the product owner.
License of the Manufacturing Company.

An authenticated certificate of pharmaceutical product
(CPP) issued from the responsible health authorities of
the producer’s country of origin / FSC if the CPP not
provided.

A valid GMP certificate issued from the responsible health
authorities of the producer's country of origin.

The prices certificates as required in the pricing policy
document.

The site master file of the producing company.

10. Master Formula (Composition + Pharmacopoeia).

11.Raw material specification.
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12. Manufacturing Process.

13.In process control.

14.Method of analysis of finished product.

15. Finished Product specification.

16. Original certificate of analysis of finished Product for three
different batches.

17.Clinical Data.

18.Sample of medicinal product in its proposed packaging
including label &reference standard.

19. Prescribing Information for the physician.

20. Specification of packaging material.

21.Patient package (Inner — outer — Patient pamphlet... as
follows).

22. Stability Data and proposed shelf life.

23.Bioequivalent study (where Applicant).

24. List of the countries to which the product is exported.

Bliag Cbaeald Blaw (ha lghisal o of can 8 a3 e clulbatalle
Ladal by B A i
L0985 6 o= -\:UQY 6 PBJ ;.dhm&géhl.@..ﬂ\ Jaal &uu'
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(6) o gala
(e Slgd gt Juad Saley diglhaal) cilaiiual)

Registration Renewal Requirements For Local Products

1.

Application for renewal of registration shall be submitted
to the DRD every five years, not later than four months
prior to the expiry of the registration. In extenuating
circumstances the application will be accepted at a later
date but not later than two months prior to the expiry of
the registration.
The application shall include the following :

a) Application form for the renewal of registration in three

copies signed by the responsible pharmacist.

b) Valid Company Registration Certificate.
c
d

)
) The latest master formula for the product.
) The latest finished product specifications.
e) Thelatest Certificate of Analysis of thefinished product.
f) Thelatestmethod(s)of analysis for the finished product.

g) The latest stability study of the product (shelf life).

. Sufficient samples of finished products for analysis

accompanied by a reference standard material of the

active constituent(s).

. Samples from the latest secondary & primary packaging

materials.

. The DRD reserves the right to ask for any additional

documents with regard to the registered drug file.
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(7) o2 G@ala
3 fia (g i ol BaleY dgglhall cilatival)
Registration Renewal Requirements For Imported Products

1. Application for renewal of registration, shall be submitted to the
DRD every five years, not later than six months prior to the
expiry of the registration. In extenuating circumstances the
application will be accepted at a later date but not later than
two months prior to the expiry of the registration.

2. The application shall include the following :

a) Application form for the renewal of registration in three

copies signed by the responsible pharmacist.

b)Valid Authorization Letter.

c) Valid GMP Certificate.

d)Valid CPP or FSC if the CPP not provided.

e) Valid Company Registration Certificate.

f) The latest master formula for the product.

g) The latest finished product specifications.

h) The latest Certificate of Analysis of the finished product.
i) The latest method(s) of analysis for the finished product.
j) The latest stability study of the product (shelf life).

3. Sufficient samples for analysis accompanied by a reference
standard material from the active constituent(s).

4. Samples from the latest secondary & primary packaging
materials.

5. The DRD reserves the right to ask for any additional

documents with regard to the registered drug file.
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Quantity
Quantity
NO Dosage form Unit for regular
for Reg.
analysis
1. | Tablets Tablet 90 60
2. | Capsules Capsule 60 60
3. | Suppositories Supp 30 20
4. | Powder/Sachets Pcs 10 5
5. | Eye/Ear /Nose Drops Bottle 10 10
6. | Ampoules Amp 30 25
7. | Vials Vial 15 15
8. | Ointments /Creams Tube 6
9. | Suspensions /Syrups Bottle 5
10.| Antiseptic (Large packaging) | Bottle 2 1
11.| Eye Oint. Tube 10 10
12.| Vials Liquid(10 cc & above) Vial 5 5
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(10) s ol

File Requirements for Variations (Amendments)

Change or inclusion of manufacturer of active pharmaceutical

ingredient (API)

Documentations to be submitted

Pharmacopoeia Certificate of Suitability (CEP) for the (API) or Drug

1)

Master File;

Tabulation of the differences compared with the registered

manufacture information (if applicable);

Batch analysis data (in a comparative tabular format) for at least two
3) batches (minimum pilot scale) of the drug substance from the current

and proposed manufacturers/sites;

Stability study for the finished product manufactured with the drug

4) substance from the prosed manufacturer in accordance with the

relevant stability guidelines.

Change or inclusion of manufacturing site(s) for part or all of the
manufacturing process of the drug product, with:
2.1. No change in the manufacturing process and in the

release and shelf life specifications, including test

methods

2.2. With changes in the manufacturing process and/or test methods

Condition

Not applicable to changes relating to manufacturer responsible for

batch release or a site where only batch release takes place.

Documentations to be submitted

2.1 No change in the manufacturing process and in the release and shelf

life specifications, including test methods

1) Proof that the proposed site is appropriately authorised for the
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pharmaceutical form concerned: a GMP certificate;

Official letter authorising the proposed site to manufacture the product;

Product formula;

Specification of drug substance;

Release and shelf life specifications of drug product;

Relevant stability data of at least 6 months on 2 batches
(pilot/production) in accordance with the relevant guidelines with
undertaking to conduct on—going stability study and report if any results

fall outside shelf life specification (with proposed action);

Revised drafts of the package insert and labelling incorporating the

proposed variation (where applicable);

Batch analysis data on a minimum of one production batch and two
pilot batches (or two production batches) simulating the production
process and comparative data on the last 3 batches from the previous
site; batch data on the next 2 full production batches should be
available upon request or reported if outside release and shelf life

specifications (with proposed action);

For sterile or parenteral products, validation data of the
manufacturing process and sterilization process at the

proposed site for products should be provided.

10)

Official letter declaring that the formulation, drug substance source &
specification, manufacturing process, analytical test methods, release

and shelf life specifications have not changed;

2.2 With changes in the manufacturing process and/or test methods

1
1)

In addition to 2.1 documentations 1 to 10;

Comparative dissolution profile data of at least one representative
pilot/production batch of the drug product in the proposed and current

sites for solid dosage forms.
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1 |Justification for not submitting a new bioequivalence study.
3)
Official letter declaring that the formulation, drug substance source &
1 |specification, release and shelf life specifications, and/or manufacturing
4) |process and/or analytical test methods have not changed (where
applicable);
1 | Tabulation of the changes and differences;
5)
1 | Validation data on manufacturing process and/or analytical method
6) | (where applicable).

3 | Change or inclusion of primary packager

Conditions

No change in the manufacturer, manufacturing process, release and

shelf life specifications, including test methods, and packaging materials;

The change does not relate to sterile products.

Documentations to be submitted

Proof that the proposed site is appropriately authorised for the packaging

b activity concerned: GMP certificate;

Official letter authorising the proposed site to package the product and
2) stating the types of activity performed by the packager;

Revised drafts of the package insert and labelling incorporating the
3) proposed variation (where applicable);

A declaration from the applicant that the relevant stability studies in
4 accordance with the relevant guidelines have been started (on at least two

pilot scale or production scale batches) and that the relevant stability

studies will be finalised; data should be provided only if outside shelf

5 | Change of shelf life of the drug product

Condition

Studies must show conformity to the current shelf life specification.
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Documentations to be submitted

Results of appropriate real time stability studies of at least two

production scale batches of the product in the authorised packaging

1) | material after first opening in accordance with the relevant stability
guidelines; results of appropriate microbiological testing should be
included (where applicable);

) Revised drafts of the package insert and labelling incorporating

the proposed variation (where applicable).

6 | Change of shelf life after first opening

Condition

Studies must show conformity to the current shelf life specification.

Documentations to be submitted

Results of appropriate real time stability studies of at least two

production scale batches of the product in the authorised packaging

1) | material after first opening in accordance with the relevant stability
guidelines; results of appropriate microbiological testing should be
included (where applicable);

2) Revised drafts of the package insert and labelling incorporating the

proposed variation (where applicable).

7 | Change of shelf life after reconstitution

Condition

Studies must show conformity to the current shelf life specification

for the reconstituted product.

Documentations to be submitted

Results of appropriate real time stability studies of at least two
production scale batches of the reconstituted product in accordance
with the relevant stability guidelines; results of appropriate

microbiological testing should be included (where applicable);
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Revised drafts of the package insert and labelling (incorporating the
2
) proposed variation (where applicable).

8 | Change of storage conditions

Condition

— | The studies must show conformity to the current shelf life specification.

Documentations to be submitted

Results of appropriate real time stability studies of at least two
1)| production scale batches of the product up till the approved shelf life

and in the authorised packaging material.

) Revised drafts of the package insert and labelling incorporating the

proposed variation (where applicable).

Change of pack size (volume) or inclusion of new pack size for a

sterile drug product

Conditions

— | Release and shelf life specifications of the drug product are not affected;

— | The proposed pack size is consistent with the dosage regimen and

duration of use as approved in the package insert;

— | The packaging material remains the same.

Documentations to be submitted

Justification that the proposed pack size is consistent with the dosage

) regimen and duration of use as is approved in the package insert;
Validation data of the manufacturing process, sterilization and
2) container closure system (where applicable);
Results of the stability study for at least 6 months (2 production
scale) of the proposed pack size with undertaking to continue the
3) stability studies up till the proposed shelf life and to report if any
results fall outside shelf life specification;
" Revised drafts of the package insert and labelling incorporating the

proposed variation;
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5)

A declaration from the applicant that the release and shelf life

specifications of the drug product are not affected.

10

Change of primary packaging material

Conditions

Release and shelf life specifications of the drug product are not

affected.

Documentations to be submitted

1)

Validation data of the manufacturing process, sterilization and

container closure system (where applicable);

Results of the stability study for at least 6 months (2

production scale) of the proposed primary packaging material

2)| with undertaking to continue the stability studies up till the
proposed shelf life and report if any results fall outside shelf life
specification (with proposed action) or when requested;

3) A declaration from the applicant that the release and shelf life

specifications of the drug product are not affected.

11 | Change of product labelling
Conditions
— | Product labelling refers to package insert, patient information
leaflet, unit carton label, inner label and/or blister strips;
— | The change is not a major variation (MAV);
Documentations to be submitted
1)| Current approved product labelling
2)| Proposed product labeling.
3)| Justifications for the changes proposed.
Approval from a reference regulatory agency containing the
K proposed changes (where applicable).
12 | Change of contact person in company
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Condition

The product licence holder remains the same.

Documentation to be submitted

1

~—

Particulars of the contact person.

13 | Change of product name
Conditions
There is no change to the product (formulation, release and
— | shelf life specifications, manufacturing source and process)
except the product name change;
No confusion with another medicinal product either when spoken
) or written;
The new name does not (1) suggest greater safety or efficacy
than supported by clinical data (2) imply a therapeutic use (3)
) imply superiority over another similar product (4) imply the
presence of substance(s) not present in the product.
Documentation to be submitted
Official letter authorising the change of product name (for imported
b drugs)
A declaration from the applicant that there is no change to the
) product except name;
Official letter of commitment to inform users of the relevant
3)| changes, and that the current product stocks will be exhausted
before the product labelled with the new name is marketed;
Revised draft package insert and labelling incorporating the
K proposed variation;
5)| CPP with the new name (where applicable).
14 | Change of batch numbering system

Documentations to be submitted
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1)| Description of batch number system;

2

Official letter stating the commencement date of the change.

~—

Change of the name or address (e.g. postal code, street name)

15 of a manufacturer of the active ingredient (API).
Condition
- | The manufacturing site of the drug substance remains the same
Documentations to be submitted
1)| Updated information of the manufacturer of the drug substance;
A declaration from the applicant that manufacturing site remains
? the same.
16 Change of the name or address (e.g. postal code, street name)

of a manufacturer of drug Product

Condition

— | The manufacturing site remains the same.

Documentations to be submitted

Official  letter authorising the manufacturer with new

name/address to manufacture the drug product;

2)| GMP certificate with new name or address;

Revised drafts of the package insert and labelling incorporating

the proposed variation (where applicable);

A declaration from the applicant that the change does not involve a
4) change of manufacturing site, manufacturing process and quality of

product;

5)| Official letter stating the commencement date of the change.

Deletion of pack size for a drug product

Condition

- | An alternative pack size is registered.

Documentations to be submitted
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—_
~—

Reason for deletion;

2)

Revised drafts of the package insert and labelling incorporating the

proposed variation (where applicable).

17

Change of manufacturing process of the active ingredient.

Conditions

The synthetic route remains the same;

Specification of the (API) is not adversely affected;

No change in the physical properties;

No new impurities or change in level of impurities which would require

further qualifications in safety studies.

cumentations to be submitted

Tabulation of the current and new process with changes highlighted;

Batch analysis of the drug substances

Batch analysis data (in a comparative tabulation form) of at least two
batches (pilot scale or production scale) manufactured according to

the currently approved and proposed process.

Appropriate evidence must be provided if any potential new impurities

are detectable at an acceptable limit of detection;

A declaration from the applicant that no new impurities have been
introduced at or above the accepted threshold for qualification of
impurities or that there is no increase in the level of impurities, which

require further safety studies;

A declaration from the applicant that the specification of the drug
substance has not changed or if there is any change to the
specification (i.e. tightening), the texts of the current and proposed
specifications should be provided (in a comparative tabulation form

where possible);

A declaration from the applicant that the relevant stability studies of the
drug substance in accordance with the relevant guidelines have been

started and that the relevant stability studies will be finalised; data should
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be provided only if outside specification (with proposed action).

Change of the specification of a drug.

18 | 18.1 Specification limits are tightened
18.2 Addition of new test parameter and limits
Condition
— | New test method does not concern a novel non-standard technique or
a standard technique used in a novel way.
Documentations to be submitted
18.1 Specification limits are tightened
Tabulation of the current and revised specification of drug substance
b with changes highlighted;
2) | Revised specification of drug substance;
Batch analysis of the drug substance for all tests in the new
3) specification.
18.2 Addition of new test parameter and limits
4) | In addition to 12.1 documentations 1 to 3;
Description of any new analytical method and summary of the
) validation data.
19 | Change of test procedure of drug substance
Condition
— | Results of method validation show new test procedure to be at least
equivalent to the former procedure.
Documentations to be submitted
Description of the analytical methodology, a summary of validation
1) | data, and comparative analytical results between the current test and
the proposed one, if appropriate;
2) | Specification of the drug substance;
A declaration from the applicant that the specification of the drug
3) substance has not changed.
20 | Change to comply with Pharmacopoeias for drug substance
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Conditions

— | Change is made exclusively to comply with an update of the

relevant monograph of the Pharmacopoeia;

- | Exclude the change from one pharmacopoeia to another.

Documentations to be submitted

Tabulation of the current and revised specifications with changes
highlighted,

2) | Revised specification of the drug substance;

Batch analysis of the drug substance for all tests in the new

specification.

21

Extension of the shelf life or retest period of the drug substance

Condition

- | The studies must show compliance with specification

Documentations to be submitted

Stability data of the drug substance should be presented on at
1) | least two pilot or production

scale batches of the requested shelf life or retest period;

2) | Specification of the drug substance.

22

Change of imprints, bossing or other markings (except
scoring/breaking line) on tablets or printing on capsules including

addition or change of inks used for product marking

Conditions

- | New markings do not cause confusion with other tablets or

capsules;

- | The are approved for pharmaceutical use;

- | Release and shelf life specifications of the drug product have

not changed (except for appearance).

Documentations to be submitted

- 144 -




p2021 (sadsd) (AU (el (Aidanalal) ailBgt) Oy Adlal) aanl)

1) | Details of the proposed new inks (where applicable);

Detailed drawing or written description of thecurrent and proposed

imprint/bossing/markings/ink;

Revised drafts of the package insert and labelling incorporating the

proposed variation (where applicable);

Official letter of commitment to inform users of the relevant changes,
4) | and that the current product stocks will be exhausted before the product

labelled with the new name is marketed;

5) A declaration from the applicant that the release and shelf life

specifications of the product have not changed (except for appearance).

23

Change of dimensions of tablets, capsules, suppositories or
pessaries without change in qualitative and quantitative
composition and mean mass

23.1 Conventional dosage form, suppositories and pessaries

23.2 Critical dosage form and scored tablets

Conditions

— | No change in dissolution profile;

- | Release and shelf life specifications of the drug product have not

changed (except for dimensions).

Documentations to be submitted

23.1 Conventional dosage form, suppositories and pessaries

Detailed drawing or written description of the current and

proposed appearance;

2) | Release and shelf life specifications of the drug product;

Revised drafts of the package insert and labelling incorporating

the proposed variation (where applicable).

23.2 Critical dosage form and scored tablets

4) | In addition to 17.1 documentations 1 to 3;

5) | Comparative dissolution data on at least one pilot/production batch
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of the current and proposed dimensions.

Where applicable, data on the test for uniformity of content of the
subdivided parts of tablets at release should be submitted and
commitment to conduct the test at the end of shelf life, data should be
provided only if outside the release and shelf life specifications (with

proposed action).

24

Replacement of an excipient with a comparable excipient

Conditions

Same functional characteristics of the excipient;

No change in dissolution profile for solid dosage forms;

The release and shelf life specifications of the drug product have not
changed (or have tightened), except for the replacement of the

excipients.

Documentations to be submitted

1)

Justification for the change/choice of excipients must be given by

appropriate development

Pharmaceutics (including stability aspect and antimicrobial preservation

where appropriate);

Tabulation of the current and revised product formulation with changes

2N .
highlighted;
3) | Revised product formulation;
Release and shelf life specifications and batch analysis of the drug
4 product;
5)| Specifications of new excipient;
Comparative dissolution profile data of at least one representative
6) | pilot/production batch of the drug product in the new and old
composition for solid dosage forms.
Revised drafts of the package insert and labeling incorporating the
7 proposed variation (where applicable);
8) A declaration from the applicant that the new excipient does not
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interfere with the drug product release and shelf life specifications test

method;

A declaration from the applicant that the release and shelf life

specifications of the drug product have not changed;

10)

A declaration from the applicant that the relevant stability studies have
been started (on at least two pilot scale or industrial scale batches)
and that the relevant stability studies will be finalised; data should be
provided only if outside the shelf life specification (with proposed

action) or when requested.

25

Quantitative change of an excipient

Conditions

Total quantitative change within + 5%;

Disintegrant: Starch (+3), other (x1%);

Binder (J_rO.S%);

Lubricant: Ca or Mg Strearate (+0.25%), other (+1%);

Glidant: Talc (£1%), other (x0.1%);

Film Coat (J_rl%);

No change in the dissolution profile for solid dosage forms;

Release and shelf life specifications of the drug product have not

changed.

Documentations to be submitted

1)

Justification for the change must be given (including stability

aspect, and antimicrobial preservation where appropriate);

Comparative dissolution profile data of at least one representative

2)| pilot/production batch of the drug product in the new and old
composition for solid dosage forms.
Justification for not submitting a new bioequivalence study according to
3) the current Bioavailability and Bioequivalence guidance;
4) | Tabulation of the current and revised product formulation with changes
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highlighted;
5) | Revised product formulation;
6) | Release and shelf life specifications and batch analysis of drug product;
Revised drafts of the package insert and labeling incorporating the
7 proposed variation (where applicable);
A declaration from the applicant that the change of excipients does
8) | not interfere with the drug product release and shelf life specifications
test method;
A declaration from the applicant that the release and shelf life
%) specifications of the drug product have not changed;
A declaration from the applicant that the relevant stability studies have
been started (on at least two pilot scale or industrial scale batches)
10) and that the relevant stability studies will be finalized; data should be

provided only if outside the shelf life specification (with proposed

action) or when requested.

26

Change of the coloring system of the product (addition,

deletion or replacement of colorant(s)

Conditions

Same functional characteristics.

The coloring system must be for pharmaceutical use;

The release and shelf life specifications of the drug product have not

changed, except for the change in appearance/colour.

Documentations to be submitted

1) | Qualitative and quantitative information of the colouring agent;
2) | Revised product formulation;
3) Release and shelf life specifications of the drug product;
Revised drafts of the package insert and labeling incorporating the
4 proposed variation (where applicable);
5) Official letter of commitment to inform users of the relevant changes,

and that the current product stocks will be exhausted before the
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product with the proposed variation is marketed;

A declaration from the applicant that the change in the colouring

6) | system does not interfere with the drug product release and shelf life
specifications test methods;
A declaration from the applicant that the release and shelf life
7 specifications have not changed (except for appearance);
A declaration from the applicant that the relevant stability studies
have been started (on at least two pilot scale or industrial scale
8) | batches) and that the relevant stability studies will be finalized;

data should be provided only if outside the shelf life specification

(with proposed action) or when requested

27

Change of the flavoring system of the product (addition,

deletion or replacement of flavor(s)

Conditions

Proposed flavor must approved for pharmaceutical use;

The release and shelf life specifications of the drug product have not

changed, except for the change in flavor.

Documentations to be submitted
1) | Qualitative and quantitative information of the flavoring agent;
2) | Revised product formulation;
3) | Release and shelf life specifications of the drug product;
Revised drafts of the package insert and labeling incorporating
4 the proposed variation (where applicable);
Official letter of commitment to inform users of the relevant
5) | changes, and that the current product stocks will be exhausted
before the product with the proposed variation is marketed;
A declaration from the applicant that the change of flavor(s) does
6) | not interfere with the drug product release and shelf life

specifications test method;
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A declaration from the applicant that the release and shelf life

7 specifications of the product have not changed (except for flavor);
A declaration from the applicant that the relevant stability studies have
been started (on at least two pilot scale or industrial scale batches)
8) | and that the relevant stability studies will be finalized; data should be

provided only if outside the shelf life specification (with proposed

action) or when requested.

Quantitative change in coating weight of tablets or weight of

28
capsule shells
Conditions
- | No change in dissolution profile;
The product release and shelf life specifications have only been
) updated in respect of weight and dimensions, if applicable.
Documentations to be submitted
Comparative  dissolution  profile data of at least one
1) | pilot/production batch of the drug product in the new and old
composition, (for modified release products to provide in vitro
2) | data which has been correlated with in vivo data);
3) | Revised release and shelf life specifications of the drug product;
A declaration from the applicant that the change does not interfere
4 with the drug product specifications test method;
A declaration from the applicant that the release and shelf life
5) | specifications of the drug product have not changed (except for
average weight).
29 Addition or replacement of a manufacturer for secondary

packaging

Documentations to be submitted

1)

Proof that the proposed site is appropriately authorized for the

packaging activity concerned: GMP certificate;

- 150 -



p2021 (sadsd) (AU (el (Aidanalal) ailBgt) Oy Adlal) aanl)

2)

Official letter authorizing the new manufacturer to perform secondary

packaging;

3)

Revised drafts of the package insert and labeling incorporating the

proposed variation (where applicable).

Addition or replacement of the company or manufacturer

30 responsible for batch release
Condition
— | Method transfer from the current to the new site has been successfully
completed.
Documentations to be submitted
Official letter authorizing the company/manufacturer to be responsible
b for batch release;
2) | GMP certificate of the proposed site;
Revised drafts of the package insert and labeling incorporating the
3) proposed variation (where applicable).
31 | Change of batch size of drug product

Condition

The change does not affect consistency of production;

The change relates only to standard immediate release oral

dosage forms and to non- sterile liquid forms;

Validation has been successfully carried out according to a written
protocol with at least three batches from the proposed new batch

size.

Do

cumentations to be submitted

Batch analysis data (in a comparative tabulated format) on a

minimum of one production batch manufactured to both the currently

1) | approved and the proposed batch sizes. Batch data on the next 2 full
production batches should be available on request or reported if
outside the shelf life specification (with proposed action);

2) | Release and shelf life specifications of the drug product;
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3)

Official letter of commitment to put the product manufactured
according to the proposed batch size under stability studies in

accordance with relevant stability guidelines.

Change of in—process controls applied during the manufacture of

32
the drug product
Condition
— | In—process limits are tightened or addition of new tests.
Documentations to be submitted
A description of the analytical methodology and summary of
1) | validation data must be provided for all new analytical methods (where
applicable);
2) | Tabulation of the in—process controls and the relevant changes;
Batch analysis data of one production batch of the drug product for
3) all tests in the proposed specification (if applicable).
33 | Minor change of the manufacturing process of the drug product

Condition

Release and shelf life specifications of the drug product are not

adversely affected;

New process must lead to an identical or better product regarding all

aspects of quality, safety and efficacy;

No change in the dissolution profile.

Documentations to be submitted

Tabulation of the present process and the new process with changes

n

highlighted;

Appropriate justification and validation of the change should be
2) provided where appropriate, especially for sterilization process;

For solid dosage forms, dissolution profile data of one representative
3) production batch.
4 Release and shelf life specifications of the drug product. If there is

any change of the specifications (i.e. tightening), the texts of the
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current and proposed specifications should be provided (side by

side comparison where possible);

5) | Batch analysis of the drug product;

Batch analysis data (in a comparative tabulation form) of at least
6) | one batch manufactured according to the currently approved and

proposed process.

A declaration from the applicant that the relevant stability studies
7 of the drug have been started and that the relevant stability studies

will be finalized; data should be provided only if outside specification

(with proposed action).

34

Change to comply with Pharmacopoeia for excipient

Co

ndition

Change is made exclusively to comply with an update of the

relevant monograph of the Pharmacopoeig;

Excluding the change from one pharmacopoeia to another.

cumentations to be submitted

Tabulation of the current and revised specifications with changes
highlighted;

2)

Specification of the excipient;

3)

Batch analysis of the excipient for all tests in the new specification.

35

Change of specifications of excipient

35
35

.1 Specification limits are tightened

.2 Addition of new test parameter and limits

Documentations to be submitted

35.1 Specification limits are tightened

1)

Tabulation of the current and revised specification of the excipient with

changes highlighted;

Revised specification of the excipient;

2)
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3) | Batch analysis of the excipient for all tests in the new specification.

35.2 Addition of new test parameter and limits

4) In addition to 29.1 documentations 1 to 3;

) Description of any new analytical method and summary of the validation
data.

36

Change of a test procedure for an excipient, including
replacement of an approved test procedure by a new test

procedure

Condition

- | Appropriate validation studies have been performed.

— | Results of method validation show new test procedure to be at least

equivalent to the former procedure;

Documentations to be submitted

1) | Description of the analytical methodology, a summary of validation data;

2) | Revised specification for impurities (if applicable);

Comparative validation results showing that the current test and the

proposed one are equivalent.

37

Change of release and shelf life specifications of the drug
product
37.1 Specification limits are tightened

37.2 Addition of new test parameter and limits

Documentations to be submitted

37.1 Specification limits are tightened

Tabulation of the current and revised release and shelf life

specifications of the medicinal product with changes highlighted;

2) Revised release and shelf life specifications of the drug product;

3) | Batch analysis of the drug product for all tests in the new specification.

37.2 Addition of new test parameter and limits

4) | In addition to 31.1 documentations 1 to 3;
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5) | Details of any new analytical method and summary of validation data.
38 | Change of test procedure of the drug product

Condition

— | Results of method validation show new test procedure to be at least
equivalent to the former procedure.

Documentations to be submitted
Description of the analytical methodology, appropriate validation data,

1) | and comparative analytical results between the current test and the
proposed one;

2) | Release and shelf life specifications of the drug product;
A declaration from the applicant that the release and shelf life
specifications of the drug product have not changed or if there is

3) any change to the specifications, the texts of current and proposed
specifications should be provided;

Change of qualitative andfor quantitative composition of

3 immediate packaging material

Condition

- | The proposed packaging material must be at least equivalent or
better than the current approved material in respect of its relevant
properties;

= | The change only concerns the same packaging (for example blister
to inster);

- | The change does not relate to sterile products.

Documentations to be submitted
Justification for the change in packaging material and appropriate

D scientific studies on the new packaging;
For semisolid and liquid dosage forms, proof must be provided that no

) interaction between the content and the packaging material occurs

(e-g. no migration of components of the proposed material into the

content and no loss of components of the product into the pack);
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Specifications of the immediate packaging material;

Revised drafts of the package insert and labeling incorporating the

proposed variation (where applicable);

A declaration from the applicant that the relevant stability studies have
been started (on at least two pilot scale or industrial scale batches)
and that the relevant stability studies will be finalized; data should be
provided only if outside the shelf life specification (with proposed

action) or when requested;

6)

A declaration from the applicant that the product will meet the

release and shelf life specifications.

40 | Change of container shape
Condition
— | No change in the qualitative and quantitative composition of the
container and stability of the product in the container;
— | The change does not concern a fundamental component of the
packaging material which affects the delivery or use of the product;
— | The change does not relate to sterile preparations.
Documentations to be submitted
1) | Details/Description of the new container shape;
A declaration from the applicant that the specifications of the container
2) (except for shape) have not changed;
A declaration from the applicant that the release and shelf life
3) specifications of the drug product have not changed;
41 | Change of pack size for a drug product

Condition

Does not apply to sterile preparations, unless the change only

concerns the number of containers in the outer packaging;

Release and shelf life specifications of the drug product are not

affected;

The new size is consistent with the dosage regimen and duration of use
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as approved.

The packaging material remains the same.

Documentations to be submitted

1)

Justification that the new size is consistent with the dosage regimen and

duration of use as is approved.

Revised drafts of the package insert and labeling incorporating the

2
) proposed variation (where applicable);

A declaration from the applicant that the release and shelf life
3) | specifications of the drug product are not affected, the container and

closure composition is unchanged,;

Addition or replacement of measuring device for oral liquid

42 dosage forms and other dosage forms
Condition
- | The size and where applicable, the accuracy of the proposed
measuring device must be compatible with the approved posology;
— | The new device is compatible with the medicinal product.
Documentations to be submitted
1) | Description of the device (including a drawing), where appropriate;
The composition of the device material. Where applicable the materials
2) should comply with the Pharmacopoeia;
Justification that size and accuracy of the device are adequate for
3) the posology as is approved in the product labeling;
Revised draft of the package insert and labeling incorporating the
4 proposed variation (where applicable).
Change of product labeling relating to:
- Addition/deletion of bar code
43 - Replacement of distributor details

- Layout without altering text or meaning
- Deletion of indication

- Addition/deletion/replacement of pictures or diagrams that
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do not imply an unapproved indication

Condition

No change to the text or meaning of the wordings;

The change does not contain promotional information.

Documentations to be submitted

Current approved product labeling;

Proposed product labeling.

A declaration from the applicant that no other changes have been made

to the labeling.

44

Safety-related changes to product labeling

Condition

Reduce the range of the product’s target-patient population, or

Add warnings, precautions, contraindications or adverse events/effects

to the approved product labeling.

Documentations to be submitted

Official letter outlining: (a) the reasons for the notification, (b) the

) status of the proposed changes in other countries;
2) | Current approved product labeling;
3) | Proposed product labeling.
A declaration from the applicant that no other changes have been
4) | made to the labeling and that the changes are supported by data in the

applicant’s possession
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(11) & Gale
aoatl) éy i) clllaia

Requirements for Registration of Pharmaceutical

Manufacturing Site (Site Master File )

1. The application has to be made by the responsible pharmacist of the agent

wholesaler or the local manufacturer.

2. A 'Site Master File" for the manufacturing site containing the following

information has to be attached:

> Part One [ General information :

1 .Brief information on the firm (including name and address) , relation
to other site and particularly any information necessary to understand
the manufacturing operations.

2. Pharmaceutical manufacturing activities as licensed by the Competent

Authorities.

3. Any other manufacturing activities carried out on the site.

4. Name and exact address of the site including telephone, fax and
twenty four hours telephone numbers.

5. Type of actual products manufactured on the site, and information
about specifically toxic or hazardous substances handled, mentioning
the way they are manufactured (in dedicated facilites or on a
campaign basis).

6. Short description of the site (size, location and immediate environment
and other manufacturing activities on the site).

7. Number of employees engaged in the production, quality control ,
storage and distribution.

8. Use of outside scientific, analytical or other technical assistance
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In relation to manufacture and analysis.

9. Short description of the quality management system of the firm

responsible for manufacture.

> Part Two [ Personnel :

1.

Organization chart showing the arrangements for quality assurance,

including production and quality control.

2. Qualifications, experience and responsibilities of key personnel.

3. Outline of arrangements for basic and in—service training and how

records are maintained.

4. Health requirements for personnel engaged in production.

5. Personnel hygiene requirements including clothing.

> Part Three [ Premises and equipment :

1. Premises:

1.1. Simple plan or description of manufacturing areas with indication
of scale.

1.2. Nature of construction and finishes.

1.3. Brief description of ventilation systems, More details should be
given for critical areas with potential risks of airborne contamination
(schematic drawings of the systems are desirable), Classification of
the rooms used for the manufacture of sterile products should be

mentioned.

1.4. Special areas for the handling of highly toxic, hazardous and
sensitizing materials.
1.5. Brief description of water systems (schematic drawings of the

systems are desirable) including sanitation.

1.6. Maintenance (description of planned preventive maintenance

programs and recording system).
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2. Equipment:
2.1. Brief description of major production and control laboratories

equipment (a list of equipment is not required).

2.2. Maintenance (description of planned preventative maintenance

programs and recording system).

2.3. Qualification and calibration, including recording system,

arrangements for computerized systems validation.

3. Sanitation:
Availability of written specifications and procedures for cleaning

manufacturing areas and equipment.

» Part Four [ Documentation:
1. Arrangement for the preparation, revision and distribution of

necessary documentation for manufacture.

2. Any other documentation related to product quality, which is not

mentioned elsewhere (e.g. microbiological controls on air and water).

» Part Five [ Production:
1. Brief description of production operations using, wherever possible,

flow sheets and charts specifying important parameters.

2. Arrangements for the handling of starting materials, packaging
materials , bulk and finished products, including sampling, quarantine,

release and storage.

3. Arrangements for the handling of rejected materials and products.

4. Brief description of general policy for process validation.
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> Part Six [ Quality control :
Description of the Quality Control system and of the activities of the
Quality Control Department Procedures for the release of finished

products.

> Part Seven [ Contract manufacture and analysis:
Description of the way in which the GMP compliance of the contract

acceptor is assessed.
> Part Eight / Distribution , Complaints and Product recall :
1. Arrangements and recording system for distribution.

2. Arrangements for the handling of complaints and product recalls.

» Part Nine | Self inspection:

Short description of the self- inspection system.
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(12) 48 ol
Jaadl) calal @M\ SilAlicall (Seina
The contents of the documents required to be in the

registration file:

1- The valid license drug store/wholesaler or scientific office issued from
the Ministry of Health.

2- Application for registration, submitted in five copies to the
registration department

3- A valid GMP certificate issued from the responsible health authorities of
the producer's country of origin & should be authenticated by the
Palestinian embassy in the country of origin &foreign ministry.

4- The site master file of the producing company and license of
manufacturing company: should be authenticated by the Palestinian
embassy in the country of origin &foreign ministry.

5- A legalized letter of appointment from the owner of the medicinal
product, showing that the importing company is the sole
agent/exclusive distributer.

The letter should be authenticated by the Palestinian embassy in the
country of origin &foreign ministry.

6— An authorization for registration from the product owner.

7- An authenticated certificate of pharmaceutical product (CPP) issued from
the responsible health authorities of the producer’'s country of origin
should be authenticated by the Palestinian embassy in the country of
origin &foreign ministry.

8- A valid and authenticated free sale certificate of the product issued by
the responsible health authority of the producer's country of origin
showing that the product is marketing in the country of origin not less
than two years in the same composition (if the CPP not provided) should

be authenticated by the Palestinian embassy in the country of origin
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&foreign ministry.

O- Factory license issued from the responsible health authorities of the
producer’'s country of origin should be authenticated by the Palestinian
embassy in the country of origin &foreign ministry.

10- Master formula (The complete and accurate composition of the
product, active and inactive ingredients whether they appear in the final
product or not):

- Quantities should be in unit per dose.

- The composition should be formatted as below:

Name of Ingredients | Unit & or percentage Function Reference to

Formula Standard

Active substance(s)

Inactive Substances

-The formula should be approved by the concerned department in the
M.O.H
of the country of origin (for imported drugs)
11-Specification of raw materials: Chemical, Pharmaceutical and
biological documents: (Monographs of active ingredient(s) ).
The monographs on pharmacopoeial active ingredient(s) shall include
the following:
Structural formula.
Specifications.
Method(s) of analysis.
Source of supply including the name & address of the
manufacturer.

Certificate of analysis from the manufacturer.
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Photocopy of the pharmacopoeial reference.
12— Drug master file (DMF) for non—pharmacopoeial active
ingredient(s)
including the following:
The International Non—propriety Name (I.N.N).
Description of the active material.
Chemical & physical & microbiological (where applicable)
specifications.
Methods of analysis.
Structural formula & molecular weight.
Source of supply including the name & address of the
manufacturer.
Purity tests.
Impurities, and degradative products.
Identification tests.
Certificate of analysis from the manufacturer.
Safety data sheet and isomers.
e Monographs of the inactive ingredients must have the same
information of the active ingredients.
e For capsules, a certificate issued from the Ministry of Health of
the exporting country assuring the freedom of the capsules from

BSE/TSE.

13- Manufacturing process (Method of preparation):
e The document should have the following information:
- Master formula including complete composition of active
ingredient/s and inactive ingredient/s. The quantities must be
presented in both per unit dose and per batch. Yield and

acceptable limits must be included.

- 165 -



p2021 (sadsd) (AU (el (Aidanalal) ailBgt) Oy Adlal) aanl)

- Step by step manufacturing procedure including in—process
controls. The flow chart of the manufacturing procedure should be
included.
— Process validation. Including experimental data showing that the
manufacturing process, using stated quality and types of equipment
specified, is a suitable one and will consistently yield a product of
the desired quality.
14- In-process control:
e The documents must include:
All tests which are required to ensure the quality in every critical
stage of the drug manufacturing, should be clearly stated with all
the permissible limits.
15- Quality control of the finished product ((Method of
analysis))
15.1.The control method shall include the following:
|dentification tests
-Physical, chemical and, where appropriate, biological and
microbiological methods.
‘Determination of the anti-microbial or chemical preservative (where
applicable).
15.2. A photocopy of the monograph should be attached, stating the
name of the pharmacopoeia used and the edition.
15.3.Analytical validation for non—pharmacopoeial methods.
16— Finished product specifications:
e Specifications of the finished product including their reference(s).
e In addition to the other requirements, for non—pharmacopoeial
products the followings should be submitted:
- Dissolution comparison profile with innovator product & the

calculation of similarity factor in 3 medias (where applicable).
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- Samples from innovator product.

- A description of the methodology for determinig product
specifications.

- The department is entitled to require, at any time, additional
data and the performance of further tests, depending on the
nature of the medicinal product.

- Below are the details of the data to be supplied. Parameters
marked with asterisks are to be tested within the framework of
stability studies:

A— Tablets and caplets:

— Content of the active ingredient per unit dose, including
permissible deviation range*

— Description (shape, imprint)

— Odor (where applicable)*

— Colour (where applicable)*

- Weight of tablet (nominal weight), including permissible
deviation range.

— Uniformity of content (where applicable)

- Uniformity of weight

— Diameter, including permissible deviation range

Hardness (where applicable)*

Thickness, including permissible deviation range
Friability *

— Disintegration

— Dissolution— including the method of determination with
permitted limits*

— Finesse of dispersion (for dispersible tablet)

- Shelf-life
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B- Capsules:

— Content of the active ingredient per unit dose, including
permissible deviation range*

- Type & size of capsule

— Description, including the contents and capsules imprint (if
present)*

— Colour of the cap, body and contents*

— Fill weight, including permissible deviation range

— Uniformity of weight

— Uniformity of content (where applicable)

- Disintegration*

— Dissolution— including the method of determination with
permitted limits*

— Shelf life

C- Injections ( solutions and suspension):

— Content of the active ingredient/s, including permissible
deviation range.*
- Colour.*
— Clarity— for solution only.*
— Fill volume, including permissible deviation range.
~ pH.*
— Sterility test.*
— Test for pyrogens (for volumes more than 10ml), including test
method/ Limulus.
Amebocyte test (LAL) for endotoxixs.
— Test for particulate matter— for solution only, including test
method. *
— Content of preservative material(s) (if present)*.
- Preservative efficacy test for aqueous injection containing an
antimicrobial
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preservative and intended for multiple dose use.*

— Shelf life.

D-— Dry powder intended for injection immediately

following reconstitution:

— Content of the active ingredient/s, including permissible
deviation range.*
— Average weight of content.
— pH after reconstitution.*
- Colour.*
- Odor.*
— Particle size following reconstitution with the diluent — for
suspension only.
— Sterility test.*
— Uniformity of weight.
— Uniformity of content (where applicable).
— Test for pyrogens (for volumes more than 10ml), including test
method/ Limulus
Amebocyte test (LAL) for endotoxixs.
— Data for the diluent ( if supplied), as detailed for injections.
- Shelf life.
E- Powders
— Content of the active ingredient/s per pack and per measured
dose including
permissible deviation range.*
- Average weight.*
— Colour.*
- Odor.*

— Taste (for oral use).*
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— Uniformity mass.

— Uniformity of content (where applicable)
— Contamination test (where applicable)
— Particle size (where applicable)

- Water content.*

— Tapped density.*

- Shelf life.

F— Solutions (including Syrups & Elixirs)

— Full Details of composition, including inactive ingredient/s.
— Content of the active ingredient/s per unit dose, including
permission deviation

range.*
- Colour.*
- Odor.*
- Taste.*
- Clarity. *
— Uniformity of content (where applicable)
- Deliverable mass or volume
- Viscosity.*
— pH ( where applicable). *
— Average filling volume/ filling weight.
— Content of preservative material(s) (if Present).*
- Preservative efficacy test.
— Alcohol content with limitations (If applicable give the
method in details)
- Shelf life.

G- Dry powder intended for dissolution but not for use
by injection.

— Data shall be submitted for the powder (as per section E)

and tests required for solution after dissolution are (as per
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section F).
H- Dry powder intended for suspension but not for use

by injection.
— Data shall be submitted for the powder (as per section E) and

for the suspension
obtained (as per section I).
— Uniformity of content (where applicable)

I- Emulsions, Lotions and suspensions:

— Full details of composition, including inactive ingredient/s.
— Content of the active ingredient/s including permissible
deviation range.*

- Colour. *

— Taste (for oral use).*

— Odor.*

~ pH.*

— Particle size (rate of particle sedimentation and redispersion of
the suspension- for suspensions only).*

— Average filling volume/weight

— Deliverable volume

- Shelf life.

J— Suppositories and ovules:

— Content of the active ingredient/s per unit dose, including
permissible deviation
range.*
- Dimensions. *
- Shape.*
- Colour. *

— Uniformity of mass.
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— Uniformity of content (where applicable)

— Dissolution (where applicable).*

— Weight, including permissible deviation range.

— Melting point.*

— Disintegration time, with method of determination.
— Uniformity of content (where applicable).

— Shelf life

K- Aerosols (suspension, solution and powders):
— Content of the active ingredient/s and per measured dose,
including permissible
deviation range.*
— Description of container and valve, including data on the
quantity delivered per
actuation.
— Particle size — for powder and suspension only.*
- Uniformity of contents
- Leak test.
- Pressure measurement.
- Shelf life.

L- Ointments creams and other semi-solid medicinal

products:

— Content of the active ingredient/s per gram of the medicinal

product, including
permissible deviation range.*
- Average filling weight including permissible deviation range.
— Colour.*
— Deliverable mass or Volume
— Odor.*

- Viscosity. *
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- pH.*
- Particle size determination with limits.
- Melting range. *

— Sterility (where applicable). *

- Shelf life.

M- Eye, ear and nose drops:

— Full details of composition, including inactive ingredient/s.

— Content of the active ingredient/s including permissible deviation
range.*

- Colour.*

- Odor. *

- Density

- Delivered mass or volume

— Uniformity of content for products in suspension or emulsions
forms

— Uniformity of delivered dose (for metered dose nasal spray).
- Average filling volume.

— Sterility (where applicable).

— Clarity— for solution only.

- Particle size — for suspension only.

— Content of preservative material(s) (if Present)*

- Preservative efficacy test — for aqueous preparation only. *

~ pH.*

- Viscosity. *

- Shelf life.

N- Transdermal medicinal products:

— Content of the active ingredients/s per patch, including

permissible deviation range
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I+~

— Components of the patch.

- Rate of release of the active ingredient.*

- Colour.*

— Shape. *

- Dimension.

— Dynamic sheer resistance.*

— Adhesive properties.*

— Peeling strength.*

— Uniformity of content

— Dissolution.

— Microbial test.

- Shelf life.
Certificate of analysis for the finished product:
A certificate of analysis for the finished product with all results of
the Pharmacotechnical data for that specific form, should be
included. The Certificate must be signed and dated by the

analyzer and the Quality Control laboratory manager.

18— Prescribing information for physician (Clinical &

Toxicological Data):

If the product is declared to be dispensed without prescription

(OTC drug), the prescriber information is not required.

The information shall be submitted in Arabic or English language

and shall include the following sections:

- Composition: The active ingredient/s and its quantity per unit
dose and a list of the inactive ingredient present in the
medicinal product in decreasing order of quantity.

- Therapeutic class.

- Dosage form.

- Mechanism of action.
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- Pharmacokinetics.

~ Indication/s.

- Contraindications.

- Warning including data on teratogenicity, use in pregnancy, use
in breast feeding, use in pediatrics, use in elderly, use in
patients with impaired organ function (kidney, liver, etc.)

- Adverse reaction.

- Precautions including drug and diagnostic interactions.

- Dose and administration.

- Overdose— manifestations and treatment.

- Copy of references from where the information were collected

must be attached to the prescribing information.

19— Specifications of the packaging materials (primary and
secondary) including:
-The designated name of material and internal code reference.
- Qualitative and quantitative requirements with acceptance limits.
- The design layout.
- Composition of the packaging materials.
- Quality control testing.

- Supplier(s) of the primary packaging materials.

19.1. Packaging procedure:
Packaging instructions including description of the packaging

steps and measures for control during packaging procedure.

19.2. Packaging and labeling (Includes the primary and
secondary packaging material).
A sample from the secondary packaging materials shall
accompany the application, or clear artworks of the secondary
packaging materials showing the required information and the
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original colors used in the materials. Both the inner and outer
label of the packaging material should contain the following
information:

- Trade name of the product in Arabic and English.

- Generic name: the chemical name, printed in Latin letters.

- Pharmaceutical dosage form and strength.

-Name and address of the manufacturer in Arabic/English.

- Name and address of the importer in Arabic/ English (for
imported drugs).

- The logo of the manufacturer.

- Volume/weight (Net content).

- The active ingredient and their quantities per unit dose of the
product, in their generic name, in Latin letters and where there
is no generic name, the chemical name.

- Batch number.

- Expiry date.

- Storage condition.

- Any other instruction pertinent to the use of the product (e.g.
for external use, shake well before use, prescription only
medicine ...etc).

- Special warning statements for adaptation and for alertness
and driving shall appear on labels and cartons in the cases of
narcotic and dangerous products.

- For medicinal products containing aspartam, sugar or sodium
warning statements for patients shall be added on the label,

carton and patient inserts.
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19.3. Packaging material specifications, must include the
following information:

- A code reference for every packaging material.

- The nature of the material, dimensions, composition (where
applicable), and illustrative drawing.

- All the required tests to show conformity with the specifications
for the primary packaging material (the pharmacopoeial tests
are required).

- Approved suppliers.

- Storage conditions.

- The procedure for taking packaging samples for analysis.

- Specifications of the packaging material in immediate contact
with the medicinal  product shall include (the design layout,
composition of packaging material, safety of the pack from the
standard point of sealing and child —proofing measures and
quality testing including a certificate of analysis).

- The package must include the patient leaflet printed in Arabic
and English.

19.4.The blister must have the following information
printed on it:

- The brand name.

- Generic name(s) for less than three ingredients.

- Expiry date.

- Batch number.

- Company name

If the Imported product is packed in a site which is different from the
site of production, names and addresses of both sites should be
stated on the package of the product and on the submitted registration

documents.
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20— Patient Package Insert:

Each application must be accompanied by proposed information for
the patient.

The package insert shall be written in a simple language,
comprehensible to the layman reading it.

Pictograms (small pictures describing, in graphic form, instructions
and/or warnings relevant to the use of the medicinal product) may
be added, following approval of the "'DDCR".

The patient insert must be written in Arabic & English language and
includes the followings:

-Product name and dosage form.

-Composition (Provide the name/s of the active ingredient/s and
their quantity/concentration). For a product containing ingredients
such as sugar, sodium, aspartame, etc., their content should be
stated per unit dose. For a product which does not require a
doctor's prescription (OTC), complete disclosure of the inactive
ingredients must be made, in descending order of their quantity .

“Therapeutic activity (A brief explanation of the activity and mode of
action of the drug in a language that is understandable to the
patients).

-Approved indication (for OTC medicinal products).

“‘When the preparation should not be used (for e.g. don’t use this
product if you are pregnant or breast feeding, if you have G6PD
deficiency enzyme, etc.) When applicable.

-Do not take this medicine without consulting a doctor before starting
treatment (if you are pregnant, breast feeding, impaired kidney
function, Asthma, heart problems etc). When applicable.

-‘How will this medicine affect your daily life (for e.g. Use of this
medicine may impair your alertness, don’t drink alcoholic beverages,
sensitivity to sun).

‘Warnings (Prolonged use may cause dependence, may cause
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blurring of vision, may affect some lab tests, etc.)

-Drug interactions (inform your doctor if you take any medicine or you
just finished taking it to prevent hazard or lack of efficacy arising
from drug interaction).

-Overdose.

-Side effects (e.g. dryness of the mouth, constipation, diarrhea,
nausea....etc).

-Recommended dosage unless otherwise prescribed by your doctor:
(for prescription, only medicine) the statement "dosage is
according to physician instructions only" should be added before
stating the usual dose).

‘Attention (e.g. don’t swallow, for external use only etc).

‘How you can contribute to the successful of treatment.

-Direction for use (e.g. dilute with water, shake well before use).

-Storage (e.g. store in a cool place, dark, dry, in a refrigerator).

-‘Presentation.

-‘Name and address of manufacturer/ Importer.

21~ Stability Study:
The study shall be carried out on the medicinal product, which is

manufactured at the site defined in the application.

21.1. Stability studies are carried out to provide information necessary
for predicting problems likely to be encountered during storage,
establishing storage conditions and establishing a shelf life for the

drug. Following are the general requirements for stability study

testing.
21.2. Stability studies should investigate:
e The stability of the drug in unopened packs.

e Stability of the drug following manipulation necessary prior to

administration (e.g. reconstitution or dilution).
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e Stability of the drug during use (e.g. the effects of opening and

closing of the container closure system)

21.3. The packaging used during stability studies should be the one
intended for marketing, in all respects including the relative
size.

21.4. Both accelerated and real time stability studies should be
carried out in at least three batches. The batch number, date of
manufacture and the size of each batch should be mentioned
in the study report.

21.5. All methods of analysis for stability testing should be fully
described, validated, and all analytical methods used to
determine degradation products should be submitted. The
results of the degradation testing should be submitted.

21.6. Data should be presented in a summarized, legible form.
Where possible tables and graphs should be used. Statistical
analysis may be used where appropriate at specified
confidence limits.

21.7. Results should be discussed and a conclusion (shelf-life)
drawn from the studies. Differences within and between
batches should be explained. The effects of the storage at
temperature and the inferred shelf-life should be summarised.

21.8. Shelf-life prediction should be based on available data.

21.9. Medicinal products containing preservatives shall undergo
microbiological testing at the expiry date of the medicinal
product, in order to establish the efficacy of the reservative.
The preservative shall be chemically tested during the stability

tesing period.
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21.10. General storage conditions: the required storage conditions for

accelerated and real time stability studies are as follows:

e General case

Minimum time

period covered Storage condition Study
12 months 30°C + 2°C[65% RH + 5% RH Long term*
6 months 40°C + 2°C/75% RH + 5% RH Accelerated

e Drug products packaged in semi—permeable containers:

Minimum time period
covered by data at Storage condition Study
submission
12 months 30°C + ZOC/35% RH + 5% Long
40°C + 2°C/not more than Accelerate
6 months
(NMT) 25% RH d
e Drug substances intended for storage in a refrigerator:
Minimum time period
Storage condition Study
covered by data at
12 months 5°C + 3°C Long term
6 months 25°C + 2°C/60% RH + 5% RH Accelerate
e Drug substances intended for storage in a freezer :
Minimum time period
Storage condition Study
covered by data at
12 months -20°C + 5°C Long term

21.11. Extension of shelf-life: Where studies have not been carried

out on full- scale production batches, on—-going studies shall
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be required to substantiate shelf life

extension: The shelf-life may be extended on the basis of
real-time stability studies carried out for the full shelf-life

period.

An extension shall never be based on accelerated studies.

The shelf-life of a product may not exceed five (5) years.

21.12. Stability-indicating properties: are properties included in
finished product specification which are marked by astrik and
any other properties which happen to be stability indicating,
including the following:

21.13. Chemical stability of the active ingredient and any essential
excipients
(e-g- preservatives and antioxidants.)

21.14. Degradation product levels.

21.15. Physical properties (e.g. particle size, dissolution, hardness,
viscosity,

re — suspendability etc)

21.16. Packaging interactions and integrity.

21.17. Microbiological stability (including anti-microbial preservative
efficacy).

21.18. Organoleptic properties (odour, taste, ..etc).

The applicant is required to refer to these guidelines for performing
stability studies.
22~ List of countries: Showing the countries where the product is
exported and freely sold.
23— Prices certificates : Authenticated by the Palestinian embassy and
the concerned authorities.

24— Bioequivalent study " where applicant .
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(1) & gsa
%gﬁ\_gé ypantiue il ‘@)Li:u.u\ [ A
Pre—-approval application for medicinal product registration

| hereby request the agreement to register the following medicinal /food

supplement product:—

1. Applicant:

Name of the applicant (responsible pharmacist):

2. Medicinal product:

Name oOf ProduCt & ... e
DOSagE fOMM: L. e
PaCKagiNg: ...
St ENGtN: e

3. Manufacturer :

NI & it
AAIESS & ot
Address of the branch supplying Palestine:

- 183 -



82021 (smads) Al i (Aiahaaaldl) a3 5 ) Oty Aslal) aaadl

4. Purpose of registration :

( ) Manufacturing and marketing ( ) Importing and marketing
( ) Packing and marketing ( ) Human use

( ) Veterinary use

5. Suggested indications :

6. Name of international brand names with the same active ingredient/s

and their manufacturer :

7. Price :

Suggested price 10 CONSUMET: .. ... . e e

Price to the public in the country of origin: ...,

Signature of the Responsible Pharmacist Date

For the office use only

Date of receiving the application: ........ ...
Name receiving the application: ...
Decision:

() Approved
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() Rejected for:
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(2) & gasa
l.,.?bd _paanis it clla
Application Form For Registration of Pharmaceutical Product

| hereby request that the following medicinal products to be registered

1. Registration application:

Name of the Applicant (Responsible Pharmacist):

2. Medicinal product:

NPT a[=Y0) il o] {o 1o [ o1 S P PPN
DTS- To [N (o] 1 1 PN
PaCKagiNg: .o e
St ENGtN: e e

3. Manufacturer :

AArESS: uiviiiiiiiiiiii e a
Address of the supplier branch in Palestine: ........ccovviiiiiiiiiiiiiiiiiiiinnnnn,

4. Purpose of registration:

() Manufacturing & Marketing () Importing & Marketing () Packaging &
Marketing () Human use ( ) Veterinary use.

5. Price:

Suggested price 10 the CONSUMET: ...cuiiiiiiiiiiiiiiiiiiieieieeeenneeaneaanens
Export price to Palestine (F.O.B/C&F): .....cc.ovviiiiiiiiiiiiiiiiis

Price to the public in the country of origin: ........ccceeviiiiiiiiiiiiiiiiiiiiieeneen

- 186 -



p2021 (sadsd) (AU (el (Aidanalal) ailBgt) Oy Adlal) aanl)

6. (For office use only)
Date of receiving the application: ......ccceeiiriiiiiiiiiiiiiiiiiiiiiriiieeeeaaneens

ReCEIVING NUMDET: . .uriii it ei ettt eeereeenneeeeaeaenaeeanaeanns

Signature
7. Composition:
7.1 Active constituents

Name and quantities :

(Note: If an overage is included it should be stated in what percentage and for
what reason).

7.3 Source of active ingredients:
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8. Indicate type and percentage of:

8.1 Coloring matter:

Note: a. Name of the method & reference should be mentioned for both in—
process & finished product analysis .
b. Qualitative & quantitative analytical procedures for the finished product

should be enclosed .

9. Containers : packaged product

Type of container used for the:

10. Stability and shelf life:
10.1 Type of study conducted:

() Accelerated () Shelf life
10.2 Anticipated shelf life of the product:
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10.3 Change in the physical characteristics anticipated during storage:

11. Label and inserts:

11.1 Directions:

12. Clinical use:

12.1 Pharmacology action and recommended clinical use:
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12.2 Proposed route(s) of administration:
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(3) # gsa
l",.‘ab.a peaaieea aanad Aaad alls

Application Form For Re—Registration of Pharmaceutical Product

I hereby request that the registration of the following medicinal product to be
renewed.

e Applicants name (Responsible pharmacist):

e Name of the medicinal product: ............cccoiiiiiiiiiiiiiiins
e Dosage form and strength: ...
o Registration NO.: .. ..o
e Quantity per pack: ......cccouiiii

e Generic names of the active ingredients & inactive ingredients showing
their strength:
('to be attached with the application):

e Purpose of registration :
o () Manufacturing and registration.

o () Import and marketing.
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e Any restrictions on the marketing of the product:

For Office use only:

o Name Of reCeIVEI: .. ..o

e Date ReCeiVING & ..o

0 REMAIKS: o i e
Signature Date
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(4) & gsa
Jaa 1.,3\3.1 s (band Gl
Amendments Application Form

To: The Director of Drug Registration Department

We hereby request the approval of the changes/variations mentioned below

Details of the current registration:

- Name of the medicinal product:............c.ccooiiiiiiiiii
- Registration number: ... ... .o
= DOSage formi. ...
- Composition and strength:..........coooiiiiii e

- Manufacturer address: .........ocoiiiiiiii e
- Manufacturing site and address (if different from above).................
- Importing agent and address:..........cooviiiiiiiii e

Details of the requested amendment:
- Tabulate the requested amendment(s) in away to show the current

and new suggested change(s) (use additional pages of necessary).

- Letter of approval of the amendments from the drug regulatory

authority in the country of origin.
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Declaration of the applicant:

| hereby declare that:

o The change(s) will not adversely affect the quality, efficacy and safety of
the product.
o All conditions as set for the notification(s) concerned are fuffilled.

o The required documentation as specified for the notification(s) have been
submitted.

Applicant's Name Applicant’s Signature Date

Ammendment decision:
o The requested amendment(s) is approved.

0 The requested amendment(s) is rejected for the following reasons:

Head of the registration division Director of DRD
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dnelial) bl Gilial

Synthetic cannabinoids (cannabimimmetics)

daall ludl)
Classical cannabinoids i
dy il
cyclohexylphenols g JoS2slSew | &

naphtholindoles Jai i <

>

(}.

naphthoylpyrroles Jo ) g
naphthylmethylindenes o s i
naphthylmethylindoles J9 ks ol

phenylacetylindoles J9! sl Jurd

S hminas Ol

Q m oY O W

o0 e

other synthetic cannabinoids :
1-pentyl-Ntricyclo[3.3.1.13 7]dec-1-yl-1H-
indazole-3-carboxamide(APINACA)
1-pentyl-3-(adamant-1-oyl)indole(JWH-
018adamantyl analogue AB-001)
N-[(1s)-1-(Aminocarbonyl)-2-

H methylpropyl]-1-[(4-fluorophenyl)methyl]- | »
1H-indazole-3-carboxamide(AB -
FUBINACA)
N-[(1s)-1-(Aminocarbonyl)-2-

4. methylpropyl]-1-pentyl-1H-indazole-3-
carboxamide(AB-APINACA)
N-(1-Amino-3,3-dimethyl-1-oxobutan-2-
yl)-1-(4-fluorobenzyl)-1H-indazole-3-
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carboxamide(ADB-FUBINACA)
N-(1-Amino-3,3-dimethyl-1-oxo0-2-

6. butanyl)-1-pentyl -1H-indazole-3-
carboxamide(ADB-APINACA)
N-(adamantan-1-yl)-1-pentyl-1H-indole-
3—carboxamide(SDB-001,2NE1, APINACA)
1-[(N-methylpiperidin-2—yl)methyl]-3-
(adamant-1-oyl)indole(AM-1248)
N-(1-Amino-3,3-dimethyl-1-oxobutan-2-

9. yl)- -1-pentyl-1H-indole-3 carboxamide
(ADBICA)

1-(5-Fluoropentyl)-N—-(quinolin-8-yl)-1H-
10.| indole-3 carboxamide(AM2201 8—quinolinyl

carboxamide)

0 N-(adamantan-1-yl)- 1-(5-Fluoropentyl) —
1H-indole-3 carboxamide (STS-135)
1-(cyclohexylmethyl)-1H-indole-3-

12. carboxylic acid 8—quinolinyl

ester(QUCHIC BB-22)

13 1-pentyl-1H-indole-3 carboxylic acid 8-

quinolinyl ester(QUPIC PB-22)

14, 1-(5-Fluoropentyl) —-1H-indole-3 carboxylic

acid 8—-quinolinyl ester(5F-PB-22)

5. Adamantan-1-yl[1-(5-Fluoropentyl)-1H-

indol-3—yllmethanone(5F-AB- 001)
16.| N-(1-Amino-3-methyl-1-oxobutan-2-yl)-
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1-(5-Fluoropentyl) -1H- indazole-3-
carboxamide(5F-AB- PINACA)
N-(1-Amino-3,3-dimethyl-1-oxobutan-2-
17. yl)-1-(5-Fluoropentyl) -1H- indole-3-
carboxamide(5F-AB- ADBICA)
N-(1-Amino-3,3-dimethyl-1-oxobutan-2-

18.]  yl)-1-(5-Fluoropentyl) -1H- indazole-3-
carboxamide(5F-ADB- PINACA)
1-(5-Fluoropentyl)-N-

19. (tricyclo[3.3.1~3,7~]dec-1-yl) -1H-

indazole-3-carboxamide(5F-AKB48)
Methyl 2—({[1-(5-fluropentyl) -1H-

20. indazole-3-yl]carbonyl}amino)-3-
methylbutanoate(5F-AMB/5F-AMP)

1-(5-fluropentyl)-N—(1-naphthyl) -1H-

2 indazole-3-carboxamide(5F-MN-18)
” 1-(5-fluropentyl)-N—(1-naphthalen-1yl)-
1H- indole-3—-carboxamide(5F-INNEI)

3 1-naphthyl 1-(5-fluropentyl) -1H- indazole-
3—carboxylate(5F-SDB-005)

” N-Benzyl-1-(5-fluropentyl) )-1H- indole-3-
carboxamide(5F-SDB-006)

55 N-Benzyl-1-pentyl-1H- indole-3-

carboxamide(SDB-006)
o 1-(5-fluropentyl)-N—(quinolin-8-yl) -1H-

indazole-3-carboxamide(5F-TH]J)
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{1-[2—-(Morpholin-4-yl)ethyl] -1H- indole-
3-y1}(2,2,3,3-
tetramethylcyclopropyl)methanon(A-
796,260)
[1-(Tetrahydro-2H-pyran—4-ylmethyl) -
1H- indole-3-yl](2,2,3,3-

Y EHY

27,

28.
tetramethylcyclopropyl)methanon(A-

834,735)
N-[(2Z)-3-(2-Methoxyethyl)-4 5-dimethyl-
1,3-thiazol-2(3H)-ylidene]-2,2,3,3 -

) ) )

29,
tetramethylcyclopropanecarboxamide(A-

836,339)
N-(1-Amino-3-methyl-1-oxobutan-2—-yl)-

30. 1-(cyclohexylmethyl)-1H- indazole-3-
carboxamide(AB-CHMINACA)
Naphthalen-1-yl[4-(pentyloxy) naphthalene—

ot 1-yllmethanon(CB-13/CRA-13)
1 N-Cyclopropyl-11-(3-hydroxy-5-
pentylphenoxy) undecanamide(CB-25)
13, N-Cyclopropyl-11-(2-hexyl-5-
hydroxyphenoxy) undecanamide(CB-52)
" 1-naphthyl 1-(4-fluropentyl) -1H- indole-3-

carboxylate FDU-PB-22)
[1-(4-Fluorobenzyl)-1H- indole-3—
35. vl1(2,2,3,3,-

b R |

tetramethylcyclopropyl)methanon(fUB-144)
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[1-(5-Fluorobenzyl)-1H-benzimidazol-2-
yl](naphthalene-1-yl)(FUBIMINA)
Quinolin-8-yl 1-(4-fluorobenzyl)-1H-
indole-3-carboxylate(FUB-PB-22)
Naphthalen-1-yl(1-pentyl-1H-
38.| benzimidazol-2-yl) methanon(JWH-018

36.

37.

benzimidazol)

Naphthalen-1-yl(1-pentyl-1H-indazol-3-yl)
methanon (JWH-018 indazol)
N-(1-naphthyl)-1- pentyl-1H- indazole-3-
carboxamide(MN-18)
N-(1-naphthalen-1-yl)-1- pentyl-1H-

41, indole-3-carboxamide(NNEI, NNEI
primary)
1-Pentyl-N-(quinolin-8-yl)-1H- indazole—
3—carboxamide(TH])
[1-(5-Fluoropentyl)-1H- indazole-3-

43. yl](naphthalen-1-ylymethanon(THJ-
2201,AM2201 indazole analogue)
7-methoxy-2-methyl-1-[2—(morpholin-4-
yhethyl]-N-(1,3,3-

39.

40.

42.

4
trimethylbicyclo[2.2.1]hept-2-yl)-1H-
indole-3-carboxamide(MN-25/UR-12)
45 (1-pentyl-1H-indol-3-yl)(2,2,3 3 -

tetramethylcyclopropyl)methanon(UR-144)
46. (1-Heptyl-1H-idol-3-y1)(2,2,3,3,-

) ) ) )
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tetramethylcyclopropyl)methanon(UR-144
N-heptyl analogue)

3—carbamoylbiphenyl-3-yl

Y. cyclohexylcarbamate (URB-597)
48 Cyclohexyl biphenyl-3—-ylcarbamate(URB-
602)
19 6-methyl-2-[(4-methylphenyl)amino]-4H-
3,1-benzoxamin-4-one(URB-754)
[(BR)-5-methyl-3—-(morpholin-4-ylmethyl)-
50 2,3-dihydro[1,4]oxazino[2,3,4-hi]indol-6-

yl](naphthalene-1-yljmethanon(WIN55212-
2)
[1-(5-fluoropentyl)-1H-idol-3-y1](2,2,3,3,-
51.| tetramethylcyclopropyl)methanon(XLR11 5-
Fluoro-UR-144/5-F-UR-144)
[1-(pent—-4-en-1-yl)-1H-indol-3-
vl1(2,2,3,3,-
tetramethylcyclopropyl)methanon(XLR11 4-

52.

pentenyl analogue)

(2,2,3,3,- tetramethylcyclopropyl)[1-(4,4,4-
53. trifluorobutyl)-1H-idol-3-yl]
methanon(XLR12)

N-[(1S)-1-(aminocarbonyl)-2-

methylpropyl]-1-(5-chloropentyl)-1H-
indazole-3-carboxamide(5CI-AB-
PINACA)

54.

=205 -



p2021 (sadsd) (AU (el (Aidanalal) ailBgt) Oy Adlal) aanl)

N-((3s,5s,7s)-adamantan—-1-yl)-1-
55. (5chloropentyl)-1H-indazole-3-
carboxamide(5CI-AKB48)
[1-(5-fluoropentyl)-N—(1-methyl-1-
56. phenylethyl))-1H-indole-3-
carboxamide(5F-CUMYL-PICA)
N-[[1-(5-fluoropentyl)-1H-indazol-3-

57.| yllcarbonyl]-3-methyl-D-valine, methyl
ester(5SF-ADB)
Ethyl(1-(5-fluoropentyl)-1H-indazol-3-
carbonyl)-L-valinate(5F-AEB)

58.

N-(1-Amino-3-methyl-1-oxobutan-2-yl)-
59. 1-(5- fluoropentyl)-1H- indole-3-
carboxamide(5F- AMB -PICA)
N-[[1-(5-fluoropentyl)-1H-indol-3-
60. yl]carbonyl]-3-methyl-L-valine, methyl
ester(5SF-MDMB- PICA)
N-(1-methyl-1-phenylethyl)-1-pentyl-1H-

o indole—3- carboxamide( CUMYL-PICA)
0 Naphthalen-1-yl(9-pentyl-9H-carbazol-3-
yl) methanon(EG018)
63 (9—(5-fluoropentyl)-9H-carbazol-3-yl)(
Naphthalen-1-ylymethanon(EG2201)
" Methyl(1-(4-fluorobenzyl)-1H-indazol-3-

carbonyl)-L-valinate(FUB-AMB)
65. N-[1-(aminocarbonyl)—2 2-
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dimethylpropyl]-1-(cyclohexylmethyl)-1H-
indazole—3- carboxamide(MAB-
CHMINACA)
Methyl (1-(cyclohexylmethyl)-1H-indazol-

66.
3- carbonyl) valinate MB-CHMINACA)
Methyl(s)-2-(1-(cyclohexylmethyl)-1H-
67. indole-3- carboxamide)-

3,3dimethylbutanoate MDMB-CHMICA)
N-[[1-(cyclohexylmethyl))-1H-indazol-3-

68. yl]carbonyl]-3-methyl-L-valine methyl
ester MDMB-CHMINACA)
N-[[1-[(4-fluorophenyl)methyl]-1H-

69. indazol-3-yl]carbonyl]-3-methyl-L-
valine, methyl estertMDMB-FUBINACA)
Methyl(1-(5- fluoropentyl))-1H-indazol-3-
carbonyl)-L-valinate( MMB-2201)
Methoxy-3,3—-dimethyl-1-oxobutan-2-yl]-
71.| MO-) 1(cyclohexylmethyl)-1H-indazole—
3- carboxylate (CHMINACA
Naphthalen-1-yl-(5- fluoropentyl))-1H-
indole-3- carboxylate(NM-2201)

70.

72.

(s)-N—-(1-amino-1-oxo0-3-phenylpropan-2-
73. yD)-1-(5 fluoropentyl)-1H-indole-3-
carboxamide(PXI)

4 (s)-N—-(1-amino-1-oxo-3-phenylpropan-2-
' yl)-1-(5 fluoropentyl)-1H-indazole-3-

=207 -



p2021 (sadsd) (AU (el (Aidanalal) ailBgt) Oy Adlal) aanl)

carboxamide(PXI2)

N-[(1s)-2-amino-2-oxo-1-
75.| (phenylmethyl)ethyl]-1-(cyclohexylmethyl)-
1H-indazole-3- carboxamide(PXI3)

5-pentyl-2- (phenylpropan-2-yl)-2 5-
76. dihydro-1H-pyrido[4,3-b]indol-1-
one(cumyl-PeGaClone/SGT-151)
4-chloro-N-[[1-
77. dimethylamino)cyclohexyllmethyl]-
benzamide(5-fluoro PY-PICA)
1-pentyl-N- (2—-phenylpropan-2-yl)-1H-

78. indazole-3- carboxamide( cumyl-
PINACA)
1-(5- fluoropentyl)-N- (2-phenylpropan-2-
79. yl)-1H-pyrrolo[2,3-b]pyridine-3-

carboxamide(5F- cumyl-P7AICA)

1-(4-Cyanobutyl)-N-(2-phenylpropan-2-
80.| yl)-1H-indazole-3- carboxamide( CUMYL-
4CN- BINACA)

1-(4-Cyanobutyl)-N-(2-phenylpropan-2-
81.| yl)-7azaindole-3- carboxamide( CUMYL-
4CN- B7NACA)
Ethyl(1-(4-fluorobenzyl)-1H-indazole-3-
carbonyl) -L-valinate( EMB-FUBINACA)
Methyl(s)-2-(9-(cyclohexylmethyl)-9H-

82.

83.
carbazole-3- carboxamido-3,3-
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dimethylbutanoate EGBM-CHMINACA)

84 1-pentyl-1H-indazole-3- carboxylic acid,8-
' (NPB-22) quinolinyl ester

Methyl(1- (cyclohexylmethyl)-1H-indole-3-
85. carbonyl) L-valinate MMB-
CHMICA),(AMB-CHMICA)
Adamantyl-1-pentyl-1H-indazole-3-
carboxylate(APINCA)
Methyl(1-pentyl —-1H-indazole-3- carbonyl)
L-valinate(AMB)

86.

87.

N-(1-Amino-3-methyl-1-oxobutan-2-yl)-
88.| 1-(5-fluoropentyl)-3—(4-fluorophenyl)-1H-

pyrazole-5-carboxamid(AZ-037)
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