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1. Abbreviations:

Bio Inn: Central Administration of Biological and Innovative Products and Clinical
Studies

CA: Continued Access

CIOMS: Council for International Organizations of Medical Sciences

EDA: Egyptian Drug Authority

IMP: Investigational Medicinal Product

PI: Principle Investigator

PTA: Post-Trial Access in Clinical Medical

SOC: Standard of care

SUSARSs: Suspected Unexpected Serious Adverse Reactions

. Definitions

Access: Access refers to the ability, right or permission of an individual to use an

object or asset, and implies the removal of barriers to allow such use.

Applicant: The person or entity who submits any application to EDA. The
applicant could be the Principle Investigator, the researcher, the CRO, or the

Sponsor.

Post-Trial Access/ Continued Access: The provision of investigational drugs or
Interventions to participants after the completion of a clinical trial. This ensures
continued access to a treatment that may not be otherwise available, especially if

it proves beneficial during the trial phase.

Investigational Medicinal Product: A pharmaceutical form of an active
ingredient or placebo being tested or used as a reference in a clinical trial,
including a product with a marketing authorization when used or assembled
(formulated or packaged) in a way different from the approved form, or when used
for an unapproved indication, or when used to gain further information about an

approved use.
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65 Research Sponsor: A party that assumes responsibility for initiating,
66 management, funding, and supervision of medical research; whether this party is
67 an actual person such as the principal investigator or a body corporate such as a
68 company, institution, domestic, regional, or international organization, provided,
69 however, it is legally represented in the Arab Republic of Egypt.
70 Roll-over study: is a clinical trial design that allows participants who have
71 completed an initial study to continue receiving the investigational treatment or to
72 be enrolled in an open-label extension study. This approach ensures that
73 participants maintain access to potentially beneficial interventions, particularly
74 when the investigational product has demonstrated significant benefit or when no
75 suitable alternative treatments are available.
76 The Principle Investigator: A person qualified in the field of clinical medical
77 research and responsible for the research plan and the execution and funding
78 thereof in case there was no sponsor available for the medical research.
79 3. Introduction
80  According to Egyptian Law No. 214 for Year 2020 Promulgating the law to regulate Clinical
81 Medical Research (Chapter 8): (Obligations of the Research Sponsor) Article
82  (20),Clause(7): “Provide research subjects with medical intervention during and after the
83  completion of the medical research on case-by-case basis and as required.”
84  According to The Executive Regulation of the Law No. 927 for Year 2022 on Regulating
85  Clinical Medical Researches (Chapter 6): (Obligations of the Clinical Research Sponsor),
86  Article (25), Clause (7): “Providing medical intervention for the participating research
87  human subjects during and after the clinical research completion, in accordance with each
88 individual case and in whatever form it may be, as well as transferring, preserving and
89  storing everything related to clinical research in the appropriate safe ways.”
90 In the context of clinical trials, it is essential for researchers and sponsors to ensure that
91  participants' health needs are appropriately addressed throughout the study, and, when
92  necessary, to facilitate the transition of participants to ongoing care once the research is
93  completed.
94  The applicant should submit post-trial benefit plan according to local regulation, in addition,
95  the protocol must describe any post-trial provisions of whether post-trial or continued access
96 to the investigational product according to benefit -risk assessment. (if there is sufficient
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97 efficacy and safety data to make a reasonable assessment of potential benefits and risks for
98 the study population and the benefit/risk balance is favorable).
99 In advance of a clinical trial, post-trial provisions must be arranged by applicant to be
100  provided by themselves, for all participants who still need an intervention identified as
101  beneficial and reasonably safe in the trial. Exceptions to this requirement must be approved
102 by aresearch ethics committee of the clinical trial site and EDA. Specific information about
103  post-trial provisions must be disclosed to participants as part of informed consent.
104  This is justified by the principle of beneficence, which requires applicants to safeguard the
105  health of participants when it is in their power to do so, It is also supported by the principle
106  of reciprocity; participants assist researchers in generating valuable data and, in return,
107  sponsors should ensure that participants receive needed care or preventive measures to
108  safeguard their health. Furthermore, even though the provision of care during and after the
109 trial may be an incentive for people to enroll, it should not be considered an undue influence.
110 4. Types of post-trial access
111  If post-trial or continued access is possible, the proposal must include an explanation of how
112 such access will occur, for example:
113 e Inaroll-over study (Open-label extension study), OR
114 e Through post-trial access program (PTA) of investigational product.
115 Where PTA to the study medicine is possible, a smooth transition must occur between the
116 trial and the roll-over protocols or into the post-trial access program so that no harm occurs
117 to the participant.
118 The applicant should notify Bio Inn-EDA via e-mail upon shifting of the participants to
119 the post-trial benefit (Post-trial access), Then the involved PI(s) should submit declaration
120 letters including names of participants, stating that they are proven to need continuation
121 (based on clinical trial results and investigator benefit risk assessment) of treatment with
122 the IMP after the end of the clinical trial and indicating the IMP quantities for the proposed
123 duration.
124 When access is provided after the research to investigational interventions that have
125 demonstrated significant benefit (sufficient efficacy and safety data and a positive benefit-
126 risk balance), the provision may end as soon as the study intervention is made available
127 through the local market and reasonably accessible (covered by participant’s insurance or
128 dose not Impose financial hardship) or after a predetermined period of time that the
129 sponsors, have agreed before the start of a trial.
130
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131 5. Cases where post-trial access is obligatory:
132 1. If discontinuing an intervention will deprive participants of basic capabilities, such
133 as the ability to communicate or function independently, or significantly reduce a
134 quality of life they had attained during the study.
135 2. When there are no available alternatives with clinical effectiveness similar to the
136 intervention that has demonstrated significant benefit.
137 3. Continued access to interventions that have demonstrated significant benefit but
138 await regulatory approval.
139 4. Immediately life-threatening disease, or condition means a stage of disease in which
140 there is reasonable likelihood that death will occur within a matter of months or in
141 which premature death is likely without early treatment.
142 5. Serious disease or condition means a disease or condition associated with morbidity
143 that has substantial impact on day-to-day functioning.
144 6. There may be instances when the individual has benefited, but the trial population
145 has not. If trial data suggest benefit data are unfavorable, but individual participants
146 have benefited, post-trial access must be evaluated on a case-by-case basis.
147 6. Cases where post-trial access is non-obligatory
148 1. A Supreme council, research ethics committee and EDA will discuss whether
149 sponsors are under an obligation to provide participants with PTA/continued access
150 to the investigational intervention in a non-inferiority trial. When the investigational
151 intervention is not inferior to the standard of care (soc), there is no obligation to
152 provide participants with the tested intervention, Unless the SOC is not reasonably
153 accessible, in such cases, the benefit-risk assessment of the investigational product
154 (IMP) must also be taken into account.
155 2. Applicants may no longer have an obligation to provide PTA/CA to a study
156 intervention that has demonstrated significant benefit when the intervention becomes
157 available at the local market, Except When participants are not able to access the
158 needed care or prevention within the local market, in such cases there should be a
159 system whereby participants in low-resource settings derive some benefits , for
160 example PTA/CA to the investigational product or an established effective
161 intervention that was provided as part of the standard of care or prevention to all
162 participants during the research.
163
164
165
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167 7. Context for Post-Trial Access / Continued Access
168 Phase I and 11
169 PTA/CA is not applicable for Phase I and II studies. However, PTA /CA may be necessary
170 for particular cases such as cancer and other dread or rare diseases for which no other
171 medicines or other standard of care is available.
172 Phase 111
173 PTAJ/CA should be considered for Phase 111 studies provided that data from interim or
174 final analyses shows that post-trial access / continued access is clinically justifiable in
175 light of the study’s parameters and endpoints.
176 Benefit must be objective as well as significant to be clinically justifiable and be based
177 on study endpoints and not only investigator opinion.
178 Where the standard of care (SOC) is registered and marketed (as applicable), PTA/ CA
179 of the investigational product should be considered only when data from an interim
180 and/or final analysis shows safety and superior efficacy or have any benefit to individuals
181 according to investigator as compared to the standard of care.
182 In the case of blinded controlled trials, it may take time to unblind the results and
183 determine which participants received which intervention. Similarly, in open-label trials,
184 there may be a delay before the statistical analysis of the data is completed and the
185 efficacy and safety outcomes are known. applicants should make provisions for this
186 transition period....to be discussed with ethics committee, Supreme council and EDA
187 and inform participants if they will be temporarily receiving the current standard or the
188 investigational product, based on the investigator’s / sponsor assessment of the benefit-
189 risk profile of the participant’s response to the intervention until the final study results
190 are available.
191 Phase IV
192 When participants are not able to access the needed care or prevention within the local
193 health system, in such cases there should be a system whereby participants in low-
194 resource settings derive some other benefit, for example continued access to the
195 investigational product or an established effective intervention that was provided as part
196 of the standard of care or prevention to all participants during the research.
197
198
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199 8. Roles and Responsibilities in PTA/ CA Program
200 Egyptian Drug Authority (EDA):
201 1. If a roll-over study is proposed, the proposal and protocol must be submitted for
202 scientific and regulatory review, if this extension study was not part of the original
203 submission. An eligible participant would be enrolled in the roll-over study in the usual
204 way and all the usual clinical trial regulations and standards would apply.
205 2. If an PTA/CA program is proposed, the plan must clearly outline the roles and
206 responsibilities of the key health care personnel. The plan must be submitted for
207 scientific and ethics review. The implications for allocation of responsibility for the
208 cost of investigational product and other requirements must be evident.
209 3. The EDA reviews and tracks all Suspected Unexpected Serious Adverse Reactions
210 (SUSARSs) reports submitted by the PI/Sponsor, EDA will evaluate any adverse event
211 data obtained from post-trial access recognizing that:
212 e Post-trial access treatment generally occurs outside a controlled clinical trial
213 setting.
214 e Patients who receive a drug post-trial access may have a more advanced stage of
215 the disease
216 e Patients who receive a drug through post-trial access may be receiving other
217 therapies for their disease or condition at the same time.
218 e Patients who receive a drug through post-trial access may have one or more
219 comorbidities.
220 4. An importation license must be obtained from EDA, which permits the smooth entry
221 of drug supplies into Egypt and ensures that all concerned authorities are notified. For
222 more details about, please refer to:
223 dphall G yeasiivnall S gaad) dall 2] 81 5 o) i) dlaad dabaidl) Cile) Yl g 2ol @l ekl Qo
224 MCaalal) g Al Cula o g Lilala
225 SQOHSOFS:
226 1. In advance of a clinical trial, post-trial provisions must be arranged by sponsors for
227 all participants who still need an intervention identified as beneficial and reasonably
228 safe in the trial.
229 2. Sponsor shall agree with the PTA/ CA program before a trial starts that any
230 intervention that has demonstrated significant benefit will be provided only for a
231 predetermined period of time.
232 3. The sponsor may impose conditions on providing a drug to ensure that it is used in
233 accordance with the latest information available.
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234 4. Provide research subjects with medical intervention during and after the completion
235 of the medical research on case-by-case basis and as required.
236 5. Notify EDA upon shifting of the participants to the post-trial benefit (post-trial
237 access).
238 6. Sponsor is also responsible for providing all relevant information of safety and
239 efficacy for CA/PTA program.
240 7. Sponsors are responsible for ensuring that they meet the national regulatory
241 requirements for the imported medicinal products.
242 8. Sponsors are responsible for complying with local safety reporting requirements.
243 9. The trial sponsor is responsible for ongoing monitoring throughout the clinical trial
244 and the overall product development program to assess whether an unmet medical
245 need persists or justifies the plans for continued access to the investigational product.
246 10. When new relevant information may become available (e.g., adverse events) that
247 could impact PTA/ CA plans, the PTA/ CA plan should be updated in all relevant
248 documents (protocol and informed consent) and communicate to all parties
249 (investigators, ethics committees, EDA and participants). In addition to receiving
250 new information, the sponsor should define, and the protocol should clarify, the time
251 duration for routine review and assessment of the continued access plan (e.g., annual
252 assessment).
253 11. Submitting Benefit/Risk assessment of Investigational product.
254 12. Discussing with IRB, EDA exceptions of PTA/ CA provisions.
255 Principle Investigator:
256 1. Ensuring that information about post-trial provisions are disclosed to participants as
257 part of informed consent.
258 2. Ensuring that any PTA/ CA benefit plan was submitted according to local regulations.
259 3. Upon shifting of the participants to the post-trial benefit (Post-trial access Program)
260 The involved PI(s) should submit declaration letters to EDA including names of
261 participants, stating that they are proven to need continuation of treatment with the
262 IMP after the end of the clinical trial and indicating the IMP quantities for the
263 proposed duration, as follows:
Principle Patient Patient Scheduled Treatment dose
Investigator | Number Name completion | allowed for
Date. proposed duration.
264 *For further information regarding importation, please refer to:
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266 " Calail) g Ll Cila Jlisa 5 Lgilal g dgalall
267 4. Investigators are responsible for reporting adverse events to EDA during PTA/ CA
268 according to local guidelines.
269 5. Discussing with IRB, EDA exceptions of PTA/ CA provisions.
270 6. Maintaining accurate case histories and drug disposition records and retaining
271 records in a manner consistent with local regulations.
272 7. The investigator is responsible for evaluating, determining, and communicating (to
273 the participant and sponsor) whether the individual’s benefit/risk assessment warrants
274 continued access to the intervention(s) received during the trial in accordance with
275 research program.
276 8. The investigator is ultimately responsible for determining if the newly available
277 treatments are appropriate for the individual patient given the specific medical
278 situation. Even if new treatments become available, patients for whom the alternative
279 treatment is not appropriate may exist.
280
281
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