i .

GOVERNMENT OF DUBAI DUBAI HEALTH AUTHORITY

Standards for Autologous Adipose-Tissue

Derived Stem Cells/Stromal Vascular Fraction

Cells (ADSCs/SVFCs) Therapy

Version 2

Health Policies and Standards Department
Health Regulation Sector (2020)

(3 800342 (DHA) | € dha.gov.ae | ) @ O ) @dha_dubai | @) © @) Dubai Health Authority



.

/) /q) v /8
GOVERNMENT OF DUBAI DUBAI HEALTH AUTHORITY

INTRODUCTION

Dubai Health Authority (DHA) is a governing entity that is responsible to oversee the Health
System in the Emirate of Dubai. DHA was formed in 2007 under the Directive of Sheikh
Mohammed bin Rashid Al Maktoum, the Vice President, Prime Minister and Ruler of Dubai.
Health Regulation Sector (HRS) of Dubai Health Authority (DHA) is the responsible entity for
regulating, licensing and monitoring health facilities and healthcare professionals in the
Emirate of Dubai. HRS aims to fulfil the following overarching DHA Mission to ‘Transform
Dubai into a leading healthcare destination by fostering innovative and integrated care models
and Strategic Programs 1 and 7:

1.4: Introduce innovative medical technologies in the provision of healthcare services

1.5: Promote innovation culture

7.1: Innovate in the delivery of diabetes treatment

9.1 Enhance the value proposition and targeting operating model for all providers in Dubai

9.2 Revise and update regulations and policies

9.4 Improve the Medical Tourism Ecosystem

The Standard for Autologous Adipose Tissue Derived Stem Cells/Stromal Vascular

Fraction Cells (ADSCs/SVFCs) therapy was development to improve the safety and

quality of services in the Emirate of Dubai. The document sets out the minimum

Standards to be met for manufacturing, collection, processing, testing, storage and use for
minimally manipulated autologous, same day use of ADSCs/SVFCs for therapeutic

purposes.
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EXECUTIVE SUMMARY

The use of stem cells has undoubtly proliferated over the past decade primarily due to the
rising burden of disease and quest to improve quality of life and life expectancy. The growing
interest in Autologous Adipose Tissue Derived Stem Cells/Stromal Vascular Fraction Cells
(ADSCs/SVFCs) mimics that of the PRP therapy era. The primary interest has been due to its
anti-apoptotic, anti-inflammatory, pro-angiogenic, immunomodulatory, and new tissue
properties, which make them effective or alternative options in plastic surgery, regenerative
medicine and medical therapies and diseases of unmet clinical need. Furthermore, the process
for harvesting ADSCs/SVFCs through subcutaneous lipo-aspiration is generally less painful
than traditional bone marrow extraction, done under local anesthesia and does not lead to
ethical concerns on the use of embryonic and perinatal stem cells. Stem cells can potentially
develop into various cell types and tissues throughout the lifespan of a person and occur
naturally as an internal repair system to rejuvenate and alleviate inflammation as has been
seen as a last resort therapy for certain chronic conditions and diseases of unmet clinical need.
In such circumstances, understanding the state of disease pathology is critical to
understanding when SVFCs would be most beneficial as neither surgery nor use of medication
results in healing of body tissues. Research on stem cells continues to evolve the field of
medicine and is one of the most exciting areas of contemporary biology, but as with many
expanding fields of scientific inquiry, new questions arise on the therapeutic benefits and as

new discoveries are found.
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The Standard sets out the requirements to provide Autologous Adipose Tissue Derived Stem
Cells/Stromal Vascular Fraction (ADSC/SVFCS) Therapy. Application of Autologous
ADSCs/SVFCS is understood to be relevant to the field of plastic surgery and as last resort
therapy for certain chronic conditions. ADSCS/SVFCS have not yet been accepted the
standard of care and should only be offered in cases where conventional medical treatments
have not been successful or where there’s particular knowledge that cell therapy would be the
best alternative based upon data collection and understanding of pathology, where the risk of
surgery is high or in circumstances where the patient does not want invasive surgery. In such
circumstances, the patient must fully understand the risks and consent for such therapy.
Healthcare providers are required to fully comply with the Federal and local laws and
regulations and DHA facility, professional and service licensure requirements set out in this
Standard and avoid the use of exaggerated, alarming expressions and/or unfounded claims for

such therapies.
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DEFINITIONS

Adipose Tissue-Derived Stem Cells (ADSCs) are mesenchymal cells with the capacity for self-
renewal and multi-potential differentiation. This multi-potentiality allows them to become
adipocytes, chondrocytes, myocytes, osteoblasts and neurocytes among other cell lineages.
Autologous: Means the transplantation, implantation, infusion or transfer of cells (human) or
tissue into the individual from whom the cells or tissue were received.

Autologous Minimal Manipulation: Cell(s) that have undergone isolation of human adipose
tissue with ultrasound or GMP collagenase approved for use in the UAE (or other means
approved by UAE) where this does not affect their inherent biological properties, function or
characteristics of the cell. Human Cells, Tissues and Cellular/Tissue-Based Products (HCT/Ps)
characteristics of the cell remain intact and they are in their original form no more than
minimally manipulated for processing (relates to the nature and degree of processing), and is
not combined with another article, antibiotic or enzyme except for water or sterilization agent
and neither of these lead to a clinical safety concern with respect to the HCT/P.

Good Tissue Practice: include those requirements set out by the FDA that directly relate to
cell preparation and preventing the introduction, transmission, or spread of communicable
disease by HCT/Ps and includes requirements for health facilities and laboratories,
environmental controls, infection controls, aseptic technique, sanitation and sterilization,
supplies and reagents, recovery, equipment, processing controls, validation testing,

administration of tissue, labelling and tracing controls and temporary storage. These practices
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may vary depending upon whether cells are prepared in laboratory setting or during a surgical
procedure.

Mesenchymal stem cells: Are multipotent stromal cells which have the potential to separate
into a range of different cells such as bone cells (osteoblasts), cartilage cells (chondrocytes),
muscle cells (myocytes) and fat cells (adipocytes) which give rise to marrow adipose tissue.
Studies have shown MSCs to be present in ADSCs. They may also effect changes via paracrine
effects (e.g. donating necessary parts to “struggling” cells).

Same day procedure: Refers to same surgical procedures are those that involve an incision or
instrumentation during which an HCT/Ps are removed from and implanted into the same
individual within a single operation performed at the originating or receiving DHA Licensed
Health Facility, and not stored for another appointment, procedure or day. In some cases, cells
may be transported to facilities (e.g. radiology labs) the same day for image guided injections.
Stromal Vascular Fraction (SVFCs): Derived from adipose tissue contains heterogeneous cell
populations such as mesenchymal progenitor/stem cells, preadipocytes, endothelial cells,
pericytes, T cells, and M2 macrophages and ADSCs. SVFCS-derived mesenchymal
progenitor/stem cells and can be deployed during point of care procedures. They can be

expanded in vitro and have the potential to create diverse lineages of cells.
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ABBREVIATIONS

ADSCs: Adipose-Tissue Derived Stem Cells

AMM: Autologous Minimally Manipulated

FDA: Food and Drug Administration

CGTP: Current Good Tissue Practice

GMP: Good Manufacturing Practice

HCT/P: Human Cells, Tissues, and Cellular and Tissue-Based Products
MSC: Mesenchymal Stromal/Stem Cells

SVFCs: Stromal Vascular Fraction
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BACKGROUND

Regenerative medicine has the promise of repairing damaged tissues and organs and restoring
functionality by stimulating the body's own regenerative capacity. The interdisciplinary field
comprises several techniques and specialties, such as tissue engineering, medicine and
molecular biology, to replace, engineer, or regenerate cells, tissues, or organs with the objective
of restoration or establishing of the normal bodily functions. Different cell types have been
investigated for their viability in regenerative medicine; including adult Mesenchymal Stem
Cells (MSC). MSC have been known for over half a century to have the potential to develop
into various cell types throughout the lifespan of a person and MSC have numerous
applications in the medical and biomedical science fields, including the treatment of acute and
chronic diseases and regenerative medicine therapy because they can differentiate into a
variety of different cell lineages or positively affect struggling cells via a paracrine effect.
ADSCs/SVFCs have similar characteristics to MSC with the potential to differentiate into cells
of mesodermal origin, such as adipocytes, cartilage, bone, and skeletal muscle, as well as cells of
non-mesodermal lineage, such as hepatocytes, pancreatic endocrine cells, neurons,
cardiomyocytes, and vascular endothelial cells. In addition, ADSCs possess anti-apoptotic, anti-
inflammatory, pro-angiogenic, immunomodulatory, and new tissue properties, which makes
them effective in plastic surgery, regenerative medicine and medical therapies. Improvements
in fat grafting techniques to correct facial and breast reconstruction have historically been
based on the enrichment of the graft with autologous Adipose-Tissue, platelet-derived growth

factors, hormones, and insulin. However, refinements in extracting and harvesting ADSCs
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through Stromal Vascular Fraction (SVFCs) have made it possible to increase the number and
efficacy of cells. Thus, Adipose tissue is no longer considered an energy reservoir, thermal
insulator or mechanical buffer, but rather therapeutic for endocrine, nervous and

cardiovascular systems.

The advantages of ADSCs include the greater ease of tissue access and harvesting by means of
subcutaneous lipo-aspiration, a much less painful procedure than harvesting bone marrow
stem cells, and their use is not associated with ethical controversies observed with Embryonic
Stem Cells because they are harvested from autologous adipose tissue. Furthermore, the
extraction of ADSCs through the process of liposuction aspiration is a relatively safe

procedure.

The stem cell extraction procedure is based on the separation of the Stromal Vascular Fraction
(SVFCS) contained within adipose tissue. Isolation of ADCSs can be achieved by mechanical
dissociation by liposuction, with the use of enzyme to free the human adipose cells from their
protein bonds (i.e. GMP collagenase approved for use in the UAE) or by rapid sonication
(sonication-mediated cavitation) and possibly other FDA techniques being developed. Thereon,
stem cells produced in an off-site laboratory undergo sterility and cell count and viability check
before being prepared for administration back into the patient. The manufacturing process

must follow CGTP.
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1. PURPOSE
1.1.To maximise the safety and quality of ADSCs therapy in Dubai Health Authority

(DHA) licensed health facilities.

2. SCOPE

2.1.ADSCs therapy in DHA licensed health facilities.

3. APPLICABILITY
3.1.DHA licensed healthcare professionals and health facilities authorised to provide

ADSCs Therapy.

4, STANDARD ONE: REGISTRATION AND LICENSURE PROCEDURES
4.1.All health facilities providing ADSCs Therapy shall adhere to related UAE Federal and
Local Laws and Regulations.
4.1.1. Facilities that are new or require significant refurbishment should comply
with the requirements sets out in the DHA Health Facility Guidelines
(HFG).
4.2. Licensed health facilities opting provide ADSCs Therapy services shall inform Health
Regulation Sector (HRS) and apply to for licensure and authorisation to provide the

required service through DHA website: https://www.dha.gov.ae.
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4.3. ADSCs Therapy services shall only be performed in a Hospital or Day Surgical Centre
or Clinic setting that fulfils the requirements set out in the Standard.
431.  Extraction of ADSC is only permitted in a Hospital, Specialty Hospital or

Day Surgical Centre setting.

5. STANDARD TWO: HEALTH FACILITY REQUIREMENTS
5.1. The health facility shall have in place written documentation for the following:

5.1.1. Service description.

5.1.2. Scope of services.

5.1.3. Staff job descriptions.

5.1.4. Policy and procedure for end to end provision of ADSCs services to include

but limited to:
a. Staffing requirements and their roles and responsibilities.
b. Clinical privileging, governance and reporting arrangements.
c. Patient acceptance and referral criteria.
d. Patient exclusion criteria.
e. Patient assessment, admission, management, discharge and follow up
f. Patient education and informed consent (English and Arabic).
5.1.5. Standard Operating Procedures for cellular therapy for Autologous Minimal

Manipulation (AMM) that are approved by a DHA recognised clinical lab

accreditor (refer to DHA Policy for Clinical Lab Accreditation):
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5.1.6. Harvesting:
a. Marking site for tissue harvest.
b. Sterilisation and numbing.
c. Incision/puncture wound.
d. Administration of sub-dermal or tumescent anesthetic fluid.
e. Lipo-aspirate harvesting.
f. Cleansing and suturing.
g. Lipo-aspirate preparation/decanting.

5.1.7. Current Good Tissue Practice:
a. Clinical laboratory services.
b. Equipment monitoring and maintenance services.
c. Transfer of fat to sterile lab.
d. Placement of tissues in isolator hood or equivalent.
e. Ultrasonic sonication-mediated cavitation of specimen or methods of cell

processing.

f. Cell washing.
g. Centrifugation.
h. Cell harvesting.
i. Cellfiltration.
j.  Cell count testing and viability.

k. Cell sample sterility testing.
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. Tissue labelling and tracing.
m. Cell insertion to patient (intravenous or site specific).
5.1.8. Infection control and prevention measures for communicable diseases
(infection disease testing for laboratory processed cells).
5.1.9. Managing patient health records.
5.1.10. Incident reporting.
5.1.11. Patient privacy and confidentiality.
5.1.12. Medication management.
5.1.13. Emergency action plan.
5.1.14. Patient discharge/transfer/follow up.
5.1.15. Transfer of critical/complicated cases when required.
5.1.16. Complaints procedure.
5.1.17. Laundry services.
5.1.18. Housekeeping services.
5.1.19. Hazard waste management.
5.1.20. Medical waste management to meet Dubai Municipality (DM)
requirements.
5.2. The Health Facility shall:
5.2.1. Maintain a Charter of patients’ Rights and Responsibilities posted at the

entrance of the premise in two languages (Arabic and English).
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5.2.2.

5.2.3.

5.2.4.

5.2.5.

5.2.6.

5.2.7.

5.28.

5.2.9.

5.2.10.

Make available printed patient information leaflets (or online) of available
therapies including risks and alternatives to support informed decision-
making.

Ensure there is adequate lighting and utilities, including environmental and
temperature, humidity, ventilation controls and air filtration, water taps,
medical gases, sinks and drains, lighting, and electrical outlets.

Install and operate required equipment in accordance to the
manufacturer’s specifications/biomedical certification.

Ensure safe and easy access to the health facility and treatment areas for
all patient groups.

Ensure healthcare professionals are trained as per the scope of practice
and services provided including the ability to manage critical and
emergency cases.

Clearly define consent for investigations and ADSCs therapies.

Fulfil DHA health facility and lab requirements for accreditation as per
DHA Policy requirements.

Fulfil the reporting requirements set out by DHA or through its
nominated body.

Ensure there are written procedures for all surgical procedures in the

facility involving adipose tissue aspiration.
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5.2.11. Ensure there are written procedures for all non-surgical procedures in the

facility involved in the process of the stem cell regenerative therapy.

6. STANDARD THREE: HEALTHCARE PROFESSIONALS REQUIREMENTS
6.1. Autologous Adipose-Tissue Derived Stem Cell Stem Cell/SVFCS therapy shall only be
provided by:

6.1.1. A DHA licensed physician working under the supervision of a consultant in
related field.

6.1.2. The physician must be certified in the appropriate field with evidence of
recognized training in ADSCs therapy with clear description on the amount and
the nature of the hands-on training received, including:

a. Donor selection.

b. The selection of procedures.

c. The preparation of patients.

d. Screening for infectious diseases.

e. Maintenance of asepsis in non-hospital settings.

f. Intra-operative patient monitoring.

g. Post-operative care and follow-up.

h. Quality improvement in surgical services.

i. Hands-on training in the surgical technique for liposuction.

j. Fluid and electrolyte balance, potential complications of ADSCs Therapy.
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k. Processing and delivery of the aspirate.
I. Have certified training in regenerative medicine with experience in
liposuction/aspirate resulting in demonstrated competency.
i.  Training for regenerative medicine should include a minimum of
30 cases.
m. Have evidence of satisfactory performance of ADSCs Therapy procedures.
n. Have evidence of Continuous Medical Education in ADSCs/SVFCS
(CME 25) per year.
o. Hold an Advanced Cardiac Life Support (ACLS) or Advanced Life Support
(ALS) certification.
6.2.The Clinical Privileging Committee and/or Medical Director of the health facility shall
privilege the physician as per section 7. The privilege shall be reviewed and revised as
per DHA Policy for Clinical Privileging.
6.3.Regenerative Physicians shall:
6.3.1. Be supported by a minimum of one (1) perioperative Registered Nurses
(RNs) for each ADSCs Therapy procedure and one (1) lab technician.
a. RNs and lab technician assisting in ADSCs Therapy shall be
knowledgeable and trained in the different aspects of the ADSCs
Therapy, aseptic fields and instruments, proper use of equipment,

appropriate patient monitoring, assisting in emergency procedures
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and where necessary the nurse shall assist in cardiopulmonary

resuscitation if required.

b. The registered nurse must be continuously in attendance of the
patient until discharge shall have documented training and
experience with:

i. Procedural Technique (collection, Isolation and administration).

ii.  Monitoring and documentation of vital signs.

iii.  Maintaining aseptic fields and instruments.

iv.  Assisting emergency procedures in addition to the use of a
bag-valve-mask device and current certification in
cardiopulmonary resuscitation/AED use.

v.  Medical device reprocessing and infection control measures.

vi.  Assembly, calibration, programming and operation of
equipment.

c. Alllab technicians must be DHA licensed operating within the lab and
must undergo training and certification in accordance prior to
performing any autologous ADSCs related tissue handling and
processing:

i.  Training shall include at least three (3) successful outcomes of

ADSCs processing, sterility testing and cell count viability.
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ii.  Training must be signed off by the DHA Licensed Medical
Director and Treating Physician with speciality in Regenerative
Medicine.

iii.  Training shall be undertaken on an ongoing basis to assure

compliance with set quality standards.

7. STANDARD FOUR: PERMITTED THERAPIES FOR AUTOLOGOUS ADSCs
7.1. Only Autologous Stem Cell Therapy/Stromal Vascular Fraction (SVFCS)/Adipose-
Derived Regenerative Cells (ADRCs) is permitted and the following criteria must be
met:
7.1.1. Removal and implant of the HCT/Ps is done to the same individual from
whom they were removed (autologous use);
7.1.2. Minimally manipulated;
7.1.3. The HCT/P does not have an effect on the body as a whole and is not
reliant upon the metabolic activity of living cells for its primary function;
7.1.4. Implanted HCT/Ps is conducted within the same surgical procedure;
7.1.5. The communicable disease and safety risks, generally would be no
different from those typically associated with surgery; and

7.1.6. Cell preparation follows Current Good Tissue Practice (CGTP).
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7.2.Permitted Therapies are limited and shall be explained to patients in the context that
they are not yet the Standard of Care, only offered where first line therapies and
conventional medical treatments have not been successful, where there’s particular
knowledge that cell therapy would be the best solution based upon data collected and
understanding of pathology, where the risk of surgery is high or in circumstances or in
cases where the patient does not want invasive surgery. It is not meant to be an
alternative for antibiotics or necessary surgery though it may serve as a useful adjunct
to optimize healing. In such circumstances, the patient must fully understand the risks
and provide written consent for ADSCs therapy. The safety and scientific validity of
ADSCs therapies remains the responsibility of health facility management and the
treating physician:
7.2.1. Category 1-2 - Degenerative and Neurological Autism, Multiple Sclerosis,
Parkinson’s, Cerebral Palsy, Concussion, Traumatic Brain Injury, Chronic
Traumatic Encephalopathy, Alzheimers and Immunosenescence - SHALL
ONLY be provided as part of a Clinical Trial approved by DHA ethics
committee and medical director of the health facility where the service is
provided.
a. All clinical trials must be registered on www.clinicaltrials.gov
b. Clinical trial exemption criteria may be submitted to DHA Medical

Education and Research Department for a decision to include:
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Vi.

Vii.

viii.

Preliminary clinical evidence (not necessarily clinical trial)
demonstrates its effectiveness through reliable and validated tools
and shows consistency and persuasiveness of positive outcomes.
The numbers for effectiveness are statistically significant and
represent the treating population.

The treatment demonstrates the product has the potential to
address specified unmet medical need for a serious condition.
There are no other known scientific evidence based treatments for
the condition or disease.

The rate of incident (adverse event) is no greater than comparable
available evidence-based treatments.

Evidence of treatment success is available on a transparent online
registry.

There is validated patient experience data at 6-12 months to
demonstrate effectiveness with minimal side effects.

Any other requirements requested by DHA.

7.2.2. Category 3 - Osteoarthritis, Chronic inflammation, Diabetes Mellitus, CVD

and COPD - Requires DHA licensure and DHA ethics committee approval

and medical director of the health facility where the service is provided.
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a. Where evidence or a transparent registry demonstrates the need,
special techniques including but not limited to CT guided injections,
fluoroscopy, or ultrasound should be used to maximize the
effectiveness of the treatment site.

7.2.3. Category 4 - Cosmetic and skin rejuvenation — Requires DHA licensure
approval for ADSCs and approval from the medical director of the health
facility where the service is provided.

7.3. Advertising of ADSCs therapies shall only be permitted to the DHA licensed Health
Facility and Physician. Use of third-party logos may be permitted upon mutual and
written agreement and will be subject to the competent regulatory authority(s)
approval for health advertisement.

7.3.1. All advertising must make use of the Physicians title as per DHA license.

7.3.2.  All advertising must indicate the treatment as an alternative option to the
standard of care.

7.3.3.  All advertising must comply with DHA Guidelines for advertisement and
not utilize any exaggerated/alarming expressions/unfounded terms such
as or equivalent to unique, one of a kind, the best, safest, the only, the
first, incomparable, unprecedented, best product, imitates, magic,
miraculous, assured success, very limited quantity or opportunity, seize
the opportunity, guaranteed, pain free, safe, has no side effects, get your

money back, 100% and immediate results.
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8. STANDARD FIVE: SAFETY & QUALITY REQUIREMENTS FOR AUTOLOGOUS ADSCs
8.1. A quality and safety program for Current Good Tissue Manufacturing and tracking of
HCT/Ps must be in place and reviewed frequently to detect and prevent adverse or
sentinel events and transmission of communicable diseases. The quality program must:
8.1.1. Include a nominated lead for Quality Assurance and Quality Control.
8.1.2. Incorporate Current Good Tissue Practice into Standard Operating
Procedures.
a. Ensure documented and appropriate action is taken when Good Tissue
Practice requirements are not met.
8.1.3. There must be in place a system for contact tracing of cells used.
8.1.4. Assure infection control and sanitation is met to the highest standards.
8.1.5. Ensure only licensed, trained and privileged staff are engaged in ADSCs
therapies, reporting and investigation of complaints and adverse and
sentinel events.
a. Staff training and education needs must be documented and up to
date.
b. Changes in staffing must be documented and all clinical privileging
requirements must be met confirmed by the Medical Director or the
Privileging committee as per DHA Policy prior to issuance of

privileges for service provision of ADSCs.
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8.1.6. Form part of the facility and lab accreditation program.

8.1.7. Ensure clinical audits are conducted twice a year with a documented
improvement plan.

8.1.8. Take corrective action when Standard Operating Procedure requirements
are not met.

8.2. The location/room for ADSCs therapy is specified to reduce the risk of
infection, contamination, improper labelling and tracing.

8.2.1. Aseptic locations for assessment, extraction/recovery, preparation and
harvesting and reinsertion or infusion of cells must be included as part of
safety and the quality control program.

8.2.2. Isolation of ADSCs shall only be conducted in a sterile point of care setting
or lab setting.

a. All settings must follow comprehensive cell processing, infectious
disease control, labelling and cell transfer protocols.

8.2.3. Lab setting can be used to service other healthcare providers under same
day procedure and include accurate cell count.

8.3. Ensure documentation of environmental monitoring of temperature, filtration,
humidity and equipment is maintained on a regular basis.

8.4. Ensure measures taken to assure sterility, infection control, and minimisation of
microbiological contamination and/or transfer of communicable diseases during

extraction/harvesting, manufacturing, handling, storage and administration of
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stem cells through strict lab policy and procedures/protocols and quality control
and compliant with manufacturer recommendations.
8.5. Maintain up to date records of all equipment cleaning, sanitisation, calibration, use and
disposal.
8.6. Equipment must be calibrated on a regulation basis with supporting documentation.
8.7. Have clear written protocols to ensure the validation of labels, tests or results or
procedures and their times are accurate as per pre-determined standards.
8.7.1. Deviations from these standards must be documented in addition to
actions taken to rectify identified shortfalls.
8.8. Validation testing and study must be conducted and documented on a regular
basis to include but not be limited to:
8.8.1. Testing for microorganisms.
8.8.2. Preparation.
8.8.3. Sterilization.
8.8.4. Cleansing.
8.8.5. Temporary storage and removal of cells for insertion.
8.9. Use of mechanical or software for tissue extraction, harvesting, preparation or
counting must be included in the validation testing.
8.10. Maintain up to date records of all supplies and reagents used for ADSCs therapy.
8.11. Supplies and reagents must be registered by the Ministry of Health and Prevention

and authorised by the health facility for use.
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8.12. Use of growth factors, hormones or enzymes (excluding GMP collagenase for human
adipose cell isolation approved for use in the UAE) to enhance or expand the number
and/or efficacy of ADSCs from SVFCS or use of embryonic or amniotic or placenta or
cord blood stem cells or any other form of stem cells in silo or combination with
ADSCs is NOT permitted.

8.13. Sale, storage or use of ADSCs for any other person(s) who is not the ‘same
patient/individual’ is NOT permitted.

8.14. A DHA licensed health facility seeking to transfer autologous ADSCs to another DHA
licensed health facility for therapy must submit the following documentation to DHA
for review and approval:

8.14.1. A Memorandum of Understanding between the two health facilities.

8.14.2. The originating facility has documented authorisation for ADSCs cell
transfer through the practicing physician and medical director.

8.14.3. The receiving facility has documented authorisation for ADSCs cell
transfer through the practicing physician and medical director.

8.14.4. The receiving heath facility have the necessary set up for ADSCs storage,
use and infection control.

8.14.5. The conditions for cell transportation between two facilities can be met
and strict patient documentation is in place from both the transferring

and receiving health facility.
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8.14.6. There is written consent from the patient for transfer of their ADSCs cells
to the receiving facility for therapy for same day procedure.

8.14.7. The receiving heath facility evidences compliance to all relevant parts set
out in the Standard for ADSCs therapy.

8.15. Pooling of ADSCs from one or more donors or for one of more procedures is NOT
permitted.

8.16. Storage and cryopreservation of ADSCs beyond the same day same procedure is
permitted upon patient written consent for up to 1 year only to maximise the efficacy
and survival of ADSCs.

8.16.1. ADSCs prepared in the lab should be delivered in an accepted transport
medium (hypothermic 2 - 8°C preservation medium) and transferred in a
cool environment ready for syringe for deployment.

8.16.2. ADSCs should be used within a 2 hour period after preparation from
surgery and no more than 4 hours at a controlled temperature.

8.16.3. Quality control and monitoring and back-up systems should be in place for
cryopreservation in line with the latest medical practice and evidence for

stem cell storage or ADSCs.
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9. STANDARD SIX: PRE-OPERATIVE EVALUATION AND INFORMED CONSENT
9.1. A detailed medical history to account for any previous disease, drug intake and prior
surgical procedures and screening of communicable diseases shall be undertaken for
patients indicated for ADSCs Therapy.

9.1.1. Communicable Disease Screening shall include:

a. HCV Ab
b. HBs Ag
c. HIV Ag/Ab

9.1.2. Positive tests shall be reported the DHA Public and Protection
Department.

9.2. Known contraindication(s) and risks shall be considered during clinical decision making
and noted in the patient record which may include the following:

9.2.1. Medical conditions that may be aggravated by ADSCs or
anaesthesia.

9.2.2. Coagulopathies should be considered in the context of ensuring
compression over the liposuction area is maintained 3-4 days following
the procedure.

9.2.3. Medications that weaken haemostasis or that interact adversely with
epinephrine.

9.2.4. Localised conditions of skin or subcutaneous tissue that make ADSCs

Therapy hazardous (e.g. certain scars, hernias and injuries).
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9.2.5. Significant skin laxity or deformity if several procedures are planned over
the year.
9.2.6. Morbid obesity (patient that have a Body Mass Index (BMI) of 40 or more
for Caucasians and 37.5 for Asians).
9.2.7. Psychological contraindications including but not limited to mood
disorders, thought disorders, severe anxiety, or unrealistic expectations.
9.2.8. Active Cancer Patients.
9.2.9. Patients with infection, immune-compromised patients, and particularly,
patients with active dental conditions that require treatment.
9.2.10. General anesthesia for children under the age of five years.
a. The Legal Guardian must provide informed consent.
b. A Paediatric Consultant, Paediatric Anaesthetist and a RN must be
present during the procedure.

9.3. Physical evaluation of the patient should be comprehensive and documented. The
evaluation should entail assessment of the patients general physical health and fitness
for surgery. The site for ADSCs therapy should also be examined to check for potential
problems.

9.4. Pre-operative testing should be performed to include haemoglobin level, blood counts,
platelet counts, bleeding and clotting time, prothrombin and activated partial

thromboplastin time, blood chemistry profile, infection and communicable disease.
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9.5. All cases should be considered for:

9.5.1. Periodontal disease should be addressed prior to planned procedures.
9.5.2. Ultrasound examination and hormonal tests should be done for
gynecomastia patients.

9.6. Other tests such as pregnancy test for women of childbearing age, liver function tests
and electrocardiogram (ECG) and chest X-Ray for patients aged 50 years should be
considered as appropraite.

9.7. Patient evaluation should be done in accordance with the standard of medical care
such that the primary physician may be required to clear the patient and/or participate
or consult in the patient’s planned procedure.

9.8. The patient shall be provided with the consent form in advance of the procedure to
review and ask questions prior to the procedure and issuance of informed consent.

9.8.1. Informed consent shall include an explanation in Arabic or English with
supporting written educational material and discussion with patient and
documentation in the patient records as a separate form.

9.8.2. Informed consent shall include details of the procedure, possible
risks/complications and alternative treatment options.

9.8.3. Informed consent shall include the training and experience of the physician
and supportive surgical team.

9.8.4. Informed consent should cover the following:
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9.8.5.

9.8.6.

9.8.7.

Comprehensive and accessible information concerning the diagnosis and
procedure/surgery alternatives to ADSCs Therapy.
All usual and occasional side effects, risks and complications e.g. swelling,
bruising, pain, seroma, haematoma, hyperpigmentation, infection.
Potentially life-threatening complications e.g. Fat Embolism Syndrome
(FES), pulmonary oedema and necrotizing fasciitis sepsis, perforation of
abdominal or thoracic viscera, cardia arrest, hypotension and haemorrhage.
Limitations of the procedure and if further procedures are needed for
proper results.
The possibility of a poort surgical or cosmetical outcome.
The recovery duration and expected results.
The full cost of the procedure.
Informed consent shall be obtained from the patients their legal guardian
if the patient is under 18 years or lack the full capacity to make a decision
before the procedure/surgery is performed.
Minimum requirements for Patient and Physician Declaration/Consent are
met as per Appendix 1.

All patients must be offered a cooling off period before surgery.
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10. STANDARD SEVEN: INTRA-OPERATIVE MANAGEMENT

10.1.

10.2.

10.3.

10.4.

10.5.

10.6.

ADSCs Therapy should be limited between 60-120cc of total aspirant volume per
procedure.

Larger volumes up to a maximum of 240cc of ADSCs may be undertaken with
other procedures subject to additional necessary preoperative assessments under
the direction of the treating physician.

Volumes greater than 60cc require cessation of anticoagulants and normal
coagulation parameters.

Each ADSCs Therapy procedure must be conducted by a physician trained in
regenerative medicine and supported by minimum of one (1) perioperative
registered nurses who are trained and knowledgeable in the ADSCs Therapy
procedure, safe tumescent drug concentrations or subdermal block, fluid
management and appropriate patient monitoring by an RN and a lab technician for
tissue processing.

All solutions should be prepared, labelled and signed by a qualified Registered
Nurse (RN), physician or pharmacist using aseptic techniques and as per written
protocols.

Intravenous access should be initiated prior to the procedure and maintained
throughout, as needed.

10.6.1. Where IV is required, IV access should only be initiated prior to IV

deployment.
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10.7.

10.8.

10.9.

10.10.

10.6.2. Where IV access is deemed challenging, recommendations for special pre-
op access should be considered.

Patients undergoing ADSCs Therapy shall be continuously evaluated with a pulse

oximeter with audible signal recognition and an apparatus to measure blood

pressure.

The physician shall perform incision, infiltration and aspiration.

Devices or drugs must be made immediately available and include a stethoscope,

source of oxygen, self-inflating bag-valve-mask device and emergency crash cart.

DHA Health Facilities shall have a policy in place for management and transfer of

patients in case of emergencies supported by a signed written transfer agreement

with a nearby hospital to ensure timely transfer of complicated cases.

11. STANDARD EIGHT: POST-OPERATIVE CARE

11.1.

There should be a dedicated RN in the recovery area who is trained (knowledgeable
and skilled) to monitor vital signs, fluid and electrolyte balance and manage
potential complications of tumescent anaesthesia. The RN'’s sole responsibility
shouldt be to monitor the patient post-operatively and follow emergency
procedures until the patient is deemed well enought for discharge by the treating

physician or the medical team.
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12. STANDARD NINE: DISCHARGE AND OUTPATIENT FOLLOW UP

12.1. The health facility shall comply with the health facilities protocol for discharging
patients and follow up after sedation/anaesthesia.

12.2. The health facility shall maintain written policies and procedures concerning the
patient discharge, which reflect acceptable standards of practice and compliance
with applicable regulations in the Emirate of Dubai.

12.3. Each patient discharge following ADSCs Therapy procedure shall receive a written
discharge plan, in non-technical language, along with sufficient oral explanations to
assist the patient and their nominated carer in understanding the plan and
availability of outpatient services capable of meeting the patient's discharge needs.

12.4. All ADSCs patients shall be followed up by their treating physician for assessment

of outcomes and reporting of Key Performance Indicators (KPIs).
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13. STANDARD TEN: KEY PERFORMANCE INDICATORS

13.1.

13.2.

13.3.

Key Performance Indicators shall be captured for each quarter and reported upon
DHA request.

Submission will reflect outcomes achieved in the previous quarter.

The treating physician is required to maintain an update to date log of treatment
and patient outcomes using validated tools (tables 1 and 2).

13.3.1. All efforts must be made and documented to follow up patients at 1, 3, 6
and 12 months intervals (tables 1 and 2).

13.3.2. Any serious adverse event — death, emboli, serious infection, serious event,
hospitalization for any reason — should be reported to the DHA and logged on an
internal registry within 48 hours of the event.

13.3.3. Follow-up reporting of the outcome(s) should occur as soon as necessary

(after resolution of complications).
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Patient ID

Diagnosis

Date of
intervention

Tool for
Assessment

(e.g. pain score,
biological testing, FLP,
ADL, patient experience)

Baseline
Assessment

Treatment
Method, dosage

and start date (site
specific,
intravenous/cc etc)

Primary outcome
measure

Name and signature of Treating Physician:

Name and signature of Medical Director:
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Table 2. Post Intervention Assessment
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Patient ID 1 month Adverse 3 month Adverse 6 month Adverse 12 month Adverse
outcome Event at outcome Event at outcome Event at 6 | outcome Event at
1 month 3 months months 12 months
(No, if yes (No, if yes (No, if yes (No, if yes
provide provide provide provide
details) details) details) details)
Name and signature of Treating Physician:
Name and signature of Medical Director:
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Appendix 1- Minimum Patient and Physician Consent/Declaration

Patient Declaration: | voluntarily request (insert physician names) as my physician(s), and such
associated staff and technical assistants deemed necessary, to treat my condition, which has been
explained to my satisfaction in non-technical language. | (insert patient name) know the potential
benefits of this (insert procedure name) and have talked to my treating physician(s) before

participating.

| understand clearly that Autologous Adipose Derived Stem Cell Therapy is not yet the global standard
of care/considered experimental in some countries and there is No Guarantee that the procedure will
succeed. Receiving experimental treatment may make me ineligible for future clinical trials or treatment
options and | understand that cells from my own body are not automatically safe when used in

treatments and when treatment is offered for sale, it is not the same as a clinical trial.

There is a risk of infection any time cells are removed from my body, as cells may be contaminated and
may in contact with viruses, bacteria or other pathogens that could cause disease when reintroduced.
Stem cells may overgrow and cause tumours. Complications may create short and long-term health
problems, and/or may make your condition or symptoms more difficult to manage. | understand it is
prohibited to use and/or combine embryonic, amniotic, cord blood cells in any form with ADSCs and/or
for the use of ADSCs manipulation to expansion. It is also prohibited to add growth factors, hormones or

enzymes to my ADSCs.

| have consented for the appropriate anesthesia to be administered to carry out the procedure. The
specific risks for this (insert procedure name) and anesthesia have been explained to me and include

(list all risks):

Patient Name and Signature: Date: Time:

Legal guardian of the patient

if unable of consent (name and signature) Date: Time:
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Treating Physician(s) Declaration: | (insert names) have explained the diagnosis, prognosis, alternative
options and the Autologous Adipose Derived Stem Cell Therapy procedure (insert name of procedure

and site) to be performed to treat (insert diagnosis) and the pertinent contents to the patient.

| have answered all the patient’s questions to the best of my knowledge and, the patient has been
adequately informed of the potential benefits, risks, complications and the patient has consented to the
(insert name of procedure and site). | (insert names) have explained to the patient that this treatment

is not yet the standard of care, how anesthesia will be administered and the associated risks.

| will adhere to best practice and, have ensured compliance with the health facilities written protocols for
this treatment and agree to assess progress of the treatment and advise the patient accordingly to the

best available evidence and clinical experience.

Physician(s) name (s) and Signature: Date: Time:

Witness Name and Signature: Date: Time:

Relationship and/or Designation:

Standards for Autologous ADSCs/SVFCs Therapy Page 54 of 54 HRS/HPSD/AADSCT-SVFCs/2/2020



