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The	  MCC	  submission	  process	  
for	  clinical	  trials:	  Tips	  and	  
Tools	  

Presented	  by:	  Ashley	  Veldsman	  (Regulatory	  Specialist,	  SATVI)	  and	  	  
Marilyn	  Solomons	  (Regulatory	  Advisor,	  CRC)	  	  



Abbrevia=ons	  and	  Acronyms	  

•  CRC	  –	  Clinical	  Research	  Centre	  (UCT).	  
•  CTC	  –	  Clinical	  Trials	  CommiMee	  
•  CTU	  –	  Clinical	  Trials	  Unit	  
•  CoCT	  –	  City	  of	  Cape	  Town	  (for	  research	  at	  any	  clinic)	  
•  DoH	  –	  Department	  of	  Health	  (South	  Africa)	  
•  DAFF	  –	  Department	  of	  Agriculture,	  Forestry	  and	  
Fisheries	  (for	  studies	  involving	  a	  GMO)	  

•  GMO	  –	  Gene=cally	  Modified	  Organism	  
•  MCC	  –	  Medicines	  Control	  Council	  
•  MRA	  –	  Medicines	  Regulatory	  Authority	  
•  SACRA	  –	  South	  African	  Clinical	  Research	  Associa=on	  	  



Regulatory	  	  
Approvals	  	  



	  	  
MCC	  is	  a	  statutory	  body	  
that	  was	  established	  in	  
terms	  of	  the	  Medicines	  
and	  Related	  Substances	  
Control	  Act,	  101	  of	  1965,	  
to	  oversee	  the	  regulaMon	  
of	  medicines	  in	  South	  
Africa.	  	  
For	  more	  informaMon	  on	  
the	  MCC	  refer	  to	  hPp://
www.mccza.com	  



Its main purpose is to safeguard and protect the public through ensuring that 

all medicines that are sold and used in South Africa are safe, therapeutically 

effective and consistently meet acceptable standards of quality.  

Purpose	  

A Sponsor / Principal Investigator (PI) must apply for MCC approval to conduct 

a trial of a non-registered drug or a registered Drug with new indications  

The MCC has an statutory obligation to ensure that all drugs available in the 

Country fulfil the necessary requirements for:  
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BEFORE	  you	  complete	  the	  CTF	  1	  

•  This	  is	  not	  just	  about	  comple=ng	  an	  applica=on	  form.	  
It’s	  important	  to	  view	  the	  submission	  process	  
holis=cally.	  

TIMELINE:	  	  
•  Keep	  a	  copy	  of	  the	  annual	  MCC	  CTC	  Submission	  and	  
Mee=ng	  Dates	  on	  hand.	  Use	  your	  network	  such	  as	  
SACRA	  or	  the	  CRC	  to	  obtain	  this.	  

•  Consider	  the	  =melines	  for	  submission.	  Dependant	  on	  
the	  circumstances	  such	  as	  protocol	  complexity	  you	  
would	  need	  at	  least	  4	  -‐	  6	  weeks	  to	  prepare.	  

•  Factor	  in	  courier	  transport	  =me	  	  -‐	  send	  2	  days	  before	  
deadline	  if	  you	  can.	  



BEFORE	  you	  complete	  the	  CTF	  1	  

o Sponsors	  /	  poten=al	  sponsors)	  
cannot	  find	  these	  dates	  and	  
will	  o^en	  ask	  you.	  	  

o SACRA	  (and	  Pharma)	  always	  
seem	  to	  get	  this	  first-‐hand	  as	  
they	  are	  listed	  on	  the	  MCC	  
communica=on	  stakeholder	  
list.	  	  

o There	  are	  approximately	  6-‐7	  
submission	  dates	  annually.	  
Approx.	  every	  6-‐8	  weeks.	  With	  
2	  CTC	  mee=ng	  dates	  for	  every	  
submission	  date	  i.e.	  approx.	  12	  
CTC	  mee=ngs	  per	  annum.	  	  	  

o Occasionally	  an	  extraordinary	  
CTC	  mee=ng	  may	  be	  held	  if	  
required.	  



BEFORE	  you	  complete	  the	  CTF	  1	  

REVIEW	  THE	  PROTOCOL	  AND	  ICF	  

•  A	  well	  wriMen	  protocol	  is	  key.	  Local	  Inves=gator	  
input	  is	  preferable	  and	  will	  assist	  immensely	  with	  
your	  submission.	  

•  Insist	  on	  a	  FINAL	  protocol	  version	  before	  you	  start	  
any	  work.	  Do	  not	  work	  from	  a	  dra^	  protocol.	  The	  
study	  =tle	  will	  be	  wriMen	  on	  all	  your	  documents	  –	  a	  
change	  to	  1	  word	  and	  you	  will	  have	  to	  change	  it	  all!	  	  

•  Is	  this	  a	  mul=-‐na=onal,	  mul=-‐site	  study?	  Has	  the	  
study	  been	  reviewed	  before,	  by	  whom,	  any	  
comments?	  Is	  there	  a	  Na=onal	  PI	  and/or	  a	  local	  PI.	  



BEFORE	  you	  complete	  the	  CTF	  1	  

•  Review	  key	  aspects	  such	  as	  Ethics,	  Regulatory,	  Safety	  
Repor=ng	  in	  the	  protocol	  

•  Is	  it	  in	  keeping	  with	  interna=onal	  and	  na=onal	  
guidelines	  such	  as	  ICH	  and	  SA	  GCP?	  

•  Bear	  your	  research	  community	  in	  mind.	  Consult	  your	  
CAB.	  An	  established	  CAB	  can	  be	  very	  helpful	  
iden=fying	  poten=al	  piealls	  with	  for	  example	  new	  
recruitment	  strategies	  &	  par=cipant	  remunera=on.	  
CAB	  consulta=on	  should	  be	  men=oned	  in	  your	  
applica=on.	  	  



BEFORE	  you	  complete	  the	  CTF	  1	  

•  Are	  other	  approvals	  required:	  DAFF	  (GMO	  
products),	  Regional	  DoH,	  CoCT?	  This	  is	  a	  linear	  
process	  and	  approval	  is	  only	  granted	  when	  
both	  MCC	  and	  EC	  approval	  is	  provided.	  Explain	  
the	  implica=ons	  of	  these	  addi=onal	  
requirements	  to	  the	  sponsor	  wrt	  =meline.	  	  

•  Work	  with	  your	  lead	  Inves=gator	  to	  assist	  with	  
the	  clinical	  aspects	  of	  the	  CTF1	  and	  to	  iden=fy	  
and	  sort	  out	  any	  poten=al	  problems	  
beforehand.	  

	  



PREPARATION	  

WHAT	  DO	  
YOU	  NEED	  TO	  
PREPARE?	  

Allow	  staff	  sufficient	  =me	  to	  prepare	  	  documenta=on	  for	  MCC.	  
You	  will	  need	  to	  check	  each	  document	  beforehand.	  	  
For	  MCC	  submit	  key	  staff	  only:	  PI,	  all	  clinical	  inves=gators,	  the	  
Study	  coordinator,	  all	  Pharmacists.	  You	  can	  submit	  others	  but	  
that	  is	  not	  a	  requirement.	  	  
CHECK:	  
Cv	  –	  In	  	  MCC	  format.	  Create	  a	  standard	  template	  and	  use	  
throughout	  for	  all	  staff.	  Latest	  GCP	  details	  consistent	  with	  
cer=ficate	  supplied.	  Are	  related	  	  studies	  listed	  to	  show	  
experience.	  Is	  the	  publica=on	  list	  updated	  and	  adequate.	  
DeclaraMon:	  	  In	  MCC	  format.	  Dis=nguish	  between	  PI,	  SI	  &	  other	  
staff	  and	  Regional	  Monitor	  declara=ons.	  Both	  signature	  dates	  
should	  be	  the	  same.	  
Workload:	  	  In	  MCC	  format.	  Applicable	  to	  clinical	  Inves=gators	  
only.	  MCC	  will	  check	  to	  see	  if	  Inves=gator	  is	  overextended.	  100%	  	  
=	  168	  hours.	  Add	  up	  and	  ensure	  this	  is	  correct	  for	  each	  
inves=gator.	  Add	  signature	  and	  date	  text	  to	  this	  document	  	  and	  
ensure	  it	  is	  signed.	  



PREPARATION	  

WHAT	  DO	  
YOU	  NEED	  TO	  
PREPARE?	  

GCP	  cerMficate:	  Online	  courses	  such	  as	  NIH	  HSP	  NOT	  accepted.	  
Must	  have	  gone	  through	  the	  HPCSA	  approval	  process	  so	  will	  be	  
issued	  with	  a	  number	  	  which	  should	  be	  reflected	  on	  cer=ficate.	  
Valid	  within	  3	  years	  of	  date	  of	  issue.	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  
All	  Professional	  registraMon	  cerMficates/receipts	  (HPCSA,	  SAPC	  
and	  SANC)	  must	  be	  available	  and	  current.	  	  Professional	  
Indemnity	  for	  Inves=gators	  such	  as	  MPS	  	  required.	  
Consider	  how	  you	  will	  pay	  the	  MCC.	  Proof	  of	  payment	  must	  be	  
faxed	  through	  to	  MCC	  beforehand.	  Keep	  a	  copy	  of	  the	  payment	  
and	  proof	  of	  fax	  for	  the	  submission	  file	  	  
Prepare	  your	  files	  –	  you	  will	  need	  2	  sets.	  How	  you	  do	  this	  is	  up	  
to	  you	  but	  remember	  to	  include	  a	  	  Content	  Table	  (state	  Protocol	  
Title,	  Protocol	  Number,	  Site	  and	  PI	  name)	  	  so	  that	  documents	  
will	  be	  easy	  to	  find.	  As	  your	  documents	  are	  ready	  you	  can	  slot	  
them	  in.	  
Prepare	  a	  proof	  of	  delivery	  document.	  MCC	  will	  not	  follow	  up	  
on	  any	  query	  un=l	  you	  can	  prove	  that	  your	  submission	  was	  
actually	  delivered	  to	  them.	  Liaise	  with	  your	  courier	  how	  best	  to	  
do	  this.	  	  

	  



PREPARATION	  

WHAT	  DO	  YOU	  NEED	  
TO	  PREPARE?	  

Check	  that	  the	  PI	  will	  be	  available	  to	  sign	  the	  key	  
documents	  such	  as:	  

◦	  CV,	  Declara=on	  etc.	  

◦	  Protocol	  signature	  page	  

◦	  Declara=on	  of	  sufficient	  funds	  to	  cover	  the	  study.	  
This	  must	  be	  signed	  by	  the	  sponsor	  as	  well.	  

	  



www.theglobalhealthnetwork.org	  

Types	  of	  Clinical	  trial	  applicaMons	  forms	  

•  CTF	  1:	  Applica=on	  to	  conduct	  clinical	  trial:	  -‐	  6.05	  CTF1	  May03	  v1.doc	  

•  CTF	  2:	  Applica=on	  for	  protocol	  amendment	  -‐6.06	  CTF2	  May03	  v1.doc	  

•  CTF	  3:	  Applica=on	  For	  Addi=onal	  Inves=gator(s)	  Or	  Change	  Of	  
Inves=gator(s)	  And	  Applica=on	  For	  Addi=onal	  Sites-‐	  6.07	  CTF3	  May03	  
v1.doc	  

•  6	  Monthly	  Report	  

•  For	  addi=onal	  informa=on	  –	  please	  see	  hMp://www.crc.uct.ac.za/crc/
services-‐facili=es/regulatory	  



Clinical Trial Application (CTF1)  
Tips and Tools 
	  

Sec=on	  1:	  
CHECK-‐LIST	  OF	  
REQUIRED	  

DOCUMENTATION	  

Requirements	  

Also	  refer	  to	  MCC	  submission	  
doc	  on	  the	  CRC	  website	  	  

&	  	  
MCC	  Form	  M2.12	  Comple=ng	  
CT	  applica=ons	  
	  
hMp://www.crc.uct.ac.za/crc/
services-‐facili=es/regulatory	  

	  	  

Cover	  Sheet	   Protocol,	  IP,	  Sponsor	  and	  applicant	  
informa=on	  



Sec=on	  1:	  
CHECK-‐LIST	  OF	  
REQUIRED	  

DOCUMENTATION	  

	  	  GCP,	  HPCSA,	  MPS	  or	  Professional	  	  Indemnity,	  Clinical	  Trial	  
Insurance	  	  	  	  	  	  	  	  	  
	  	  Workload	  	  
	  	  Monitor(s)	  for	  the	  study	  	  -‐	  Add	  GCP	  cer=ficate	  
	  	  GMP	  compliance	  that	  includes	  inspec=on	  of	  inves=ga=onal	  
product	  	  	  	  	  	  manufacture.	  
	  	  Provide	  the	  names	  and	  qualifica=ons	  of	  members	  of	  the	  DSMB.	  	  
	  	  Evidence	  of	  laboratory	  competence	  should	  be	  provided,	  including	  
GLP	  	  	  cer=fica=on	  and	  evidence	  of	  test	  valida=on,	  where	  
appropriate.	  
	  	  The	  protocol	  must	  be	  signed	  by	  the	  PI	  	  (where	  applicable)	  	  	  
	  	  LeMer	  of	  Intent	  for	  EC	  approval	  –	  see	  CRC	  website	  	  	  
	  	  All	  MCC	  templates	  can	  be	  found	  in	  the	  MCC	  document	  ‘Comple=ng	  
CT	  applica=ons’. 	   	  	  

	  

IMPORTANT	  DOCUMENTS	  NOT	  ON	  THE	  MCC	  
CHECKLIST	  



Sec=on	  2	  	  

Part	  1:	  Contact	  details	  

Part	  2:	  Details	  of	  
Inves=ga=onal	  product	  

Your	  MCC	  approval	  leMer	  is	  your	  
permit!	  
	  
Be	  sure	  to	  calculate	  the	  required	  
IP	  +	  addi=onal	  to	  allow	  for	  
breakage	  (10%).	  Check	  the	  
placebo/control	  and	  ensure	  that	  	  
it	  has	  the	  same	  batch,	  lot	  number	  
and	  expiry	  dates.	  This	  can	  be	  
confirmed	  with	  supplier.	  

Part	  3:	  Details	  of	  Trialists	  and	  
Sites	  

CTF1	  ApplicaMon	  	  conMnued	  
SecMon	  2:ADMINISTRATIVE	  AND	  SUPPLEMENTARY	  DETAILS	  
	  



Sec=on	  2	  	  

Part	  4:	  Par=cipants	  

Total	  recruitment	  in	  SA,	  
Total	  Worldwide	  and	  where	  
par=cipants	  will	  be	  	  
recruited	  from	  (see	  SA	  GCP	  
3.3	  pg31)	  

Part	  5:	  Other	  details	   	  List	  of	  sites	  outside	  SA	  if	  
mul=na=onal	  study	  

Part	  6:	  Ethics	  

Ethical	  Approval	  or	  copy	  
of	  ethics	  applica=on/or	  
leMer	  of	  inten=on	  to	  
submit	  is	  acceptable.	  
Expand	  on	  site	  staff	  
capacity	  and	  
development	  

CTF1	  ApplicaMon	  	  
SecMon	  2	  conMnued	  
	  



Sec=on	  3	  

1:	  Title	  

2:Protocol	  

3:	  Ra=onale	  

4:	  Background	  

5:	  Objec=ves	  

6:	  Study	  Design	  

Sec=on	  3:	  	  
APPLICANT’S	  REPORT	  /	  PRESENTATION	  
	  

All	  this	  
informaMon	  
should	  be	  
available	  in	  the	  
Protocol	  and	  this	  
secMon	  should	  be	  
completed	  with	  
assistance	  of	  PI/
Lead	  InvesMgator	  



SecMon	  3:	  	  
APPLICANT’S	  REPORT	  /	  
PRESENTATION	  

Sec=on	  3	  

	  7:	  Par=cipants	  

Total	  recruitment	  in	  
SA,	  Total	  Worldwide	  
and	  where	  
recruitment	  will	  be	  
from	  

8:	  Eligibility	  and	  enrolment:	  
(Inclusion	  and	  exclusion	  
criteria	  listed	  and	  	  	  jus=fied)	  	  

9:	  Treatment	  modali=es	  and	  
regimens,	  drug	  accountability	  	  

10:	  Outcome	  measurements/
variables	  (each	  clearly	  stated	  
and	  jus=fied	  



Sec=on	  3	  

11.	  Adverse	  events	  (preven=on,	  defini=ons	  –	  including	  causality	  
assignment,	  recording,	  repor=ng,	  =me-‐lines,	  ac=on	  to	  be	  taken,	  
all	  clearly	  described)	  

12.	  Sta=s=cal	  measures	  

13.	  Ethical	  Issues	  

14.	  Other	  relevant	  informa=on	  
not	  included	  above	  

Sec=on	  3:	  	  
APPLICANT’S	  REPORT	  /	  
PRESENTATION	  



•  Following	  ini=al	  review	  of	  documents	  received,	  a	  checklist	  
will	  be	  sent	  to	  site	  via	  facsimile	  as	  per	  applicant	  details.	  
Ensure	  that	  the	  details	  supplied	  are	  correct	  and	  ac=ve.	  

•  You	  will	  have	  7	  days	  within	  which	  to	  submit	  any	  
outstanding	  documenta=on	  

•  This	  will	  be	  the	  first	  communica=on	  with	  a	  MCC	  reference	  
number	  (usually	  starts	  with	  the	  year	  of	  submission).	  	  	  To	  
be	  used	  on	  all	  communica=on	  from	  thereon.	  

•  Submit	  as	  before	  and	  keep	  proof	  submission	  (delivery	  
note)	  

•  Following	  CTC	  mee=ng	  a	  list	  of	  CTC	  comments/queries	  will	  
be	  sent	  via	  fax.	  Again	  7	  days	  to	  respond.	  

•  If	  approved,	  the	  CTC	  will	  recommend	  MCC	  approval	  at	  it’s	  
next	  mee=ng.	  

•  Check	  the	  approval	  carefully:	  Study	  =tle;	  Protocol	  Version	  
and	  date.	  List	  of	  inves=gators	  	  

WHAT	  TO	  EXPECT	  FOLLOWING	  
SUBMISSION	  



MCC	  Checklist	  



CTC	  Comments	  





Protocol	  amendments	  (CTF2)	  
	  
Follow	  the	  CTF2	  form	  closely	  to	  ensure	  a	  successful	  applica=on.	  
Please	  contact	  the	  CRC	  if	  you	  are	  uncertain	  as	  to	  whether	  changes	  
to	  your	  protocol	  cons=tute	  as	  amendment	  or	  otherwise.	  
	  
AddiMonal	  invesMgators	  (CTF3)	  	  
The	  MCC	  require	  that	  at	  least	  80%	  of	  inves=gators	  are	  iden=fied	  
and	  included	  in	  the	  ini=al	  submission,	  and	  any	  new	  inves=gators	  
cannot	  begin	  work	  un=l	  approved.	  	  

AddiMonal	  MCC	  ApplicaMons	  	  



OTHER	  

ADDITIONAL	  PHARMACISTS	  
Adding	  a	  new	  pharmacist	  to	  the	  trial	  a^er	  the	  ini=al	  applica=on	  requires	  a	  
no=fica=on	  by	  leMer	  (include	  an	  MCC-‐format	  CV,	  pharmacist's	  declara=on,	  
GCP	  cer=ficate,	  Pharmacy	  Council	  registra=on	  document	  and	  insurance	  
details).	  Once	  these	  have	  been	  submiMed	  the	  pharmacist	  may	  start	  work	  on	  
the	  trial	  immediately.	  No	  MCC	  response	  required.	  Maintain	  your	  
correspondence	  and	  proof	  of	  delivery	  in	  the	  Inves=gator	  Site	  File.	  
	  
MCC	  REPORTS	  
An	  MCC	  progress	  report	  is	  required	  every	  6	  months	  from	  the	  date	  of	  study	  
start	  un=l	  the	  end	  of	  the	  trial,	  when	  the	  MCC	  is	  informed	  of	  trial	  closure	  
(clinical	  aspects).	  A	  final	  SPONSOR	  study	  report	  should	  be	  submiMed	  as	  soon	  
as	  available.	  	  
	  
SAFETY	  REPORTING	  
See	  CRC	  SOP	  05	  and	  the	  MCC's	  Repor=ng	  Adverse	  Drug	  Reac=ons	  in	  South	  
Africa.	  
	  



Points to consider: 

•  There	  is	  no	  set	  way	  to	  prepare	  and	  submit.	  

•  For	  most	  applicants	  it’s	  been	  a	  work	  in	  progress.	  Find	  what	  
works	  for	  you	  (and	  them)	  and	  s=ck	  with	  it.	  	  

•  Don’t	  work	  in	  isola=on.	  Develop	  your	  network	  and	  use	  the	  
resources	  that	  are	  available	  such	  as	  the	  CRC.	  

•  Your	  Mantra:	  The	  MCC	  is	  my	  friend!	  Get	  to	  know	  the	  MRA	  
administrators	  –	  at	  some	  point	  you	  WILL	  be	  calling	  them	  
everyday.	  Maintain	  your	  dignity	  –	  always	  be	  polite	  and	  
courteous…Try!	  

•  Document	  your	  process	  and	  any	  informa=on	  you	  glean	  along	  
the	  way.	  The	  study	  monitors/auditors	  will	  request	  this.	  
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