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 Introduction 
 On  10  September  2021,  a  delegate  of  the  Secretary  of  the  Department  of  Health  considered 
 the  advice  provided  by  the  Advisory  Committee  on  Medicines  Scheduling  (ACMS)  and  made 
 the  decision  to  amend  the  Poisons  Standard  by  creating  a  new  Appendix  D  listing  for 
 ivermectin  and  thus  eliminated  its  use  as  an  off-label  treatment  option  for  COVID-19.  This 
 occurred  with  reference  to  subsection  52E(1)  of  the  Therapeutic  Goods  Act  1989,  in 
 particular  paragraph  (f),  which  empowers  the  Secretary  to  act  on  any  other  matters  that  the 
 Secretary  considers  necessary  to  protect  public  health  1  .  We  consider  this  change  to  the 
 Poison  Scheduling  for  ivermectin  to  be  inappropriate  and  not  in  the  best  interests  of 
 medicine in Australia  2  . 

 The  role  of  the  Therapeutic  Goods  Administration  is  to  apply  scientific  and  clinical  expertise 
 to  decision  making,  to  ensure  that  the  benefits  to  consumers  outweigh  any  risks  associated 
 with  the  use  of  medicines  3  .  However,  the  reasons  outlined  for  placing  constraints  on  the 
 prescription  of  ivermectin  for  the  treatment  of  COVID-19  do  not  appear  to  be  based  on  a 
 thorough  risk  benefit  analysis  to  consumers  and  appear  to  contradict  earlier  authoritative 
 safety  analysis  (AusPAR  2013).  The  use  of  ivermectin  was  restricted  in  a  very  specific 
 context,  in  which  the  priority  for  public  health  agencies  was  maintaining  the  focus  on  vaccine 
 uptake in the community, whilst maintaining control of messaging. 

 The  Australian  Medical  Professionals  Society  (AMPS)  is  a  growing  association  of  medical 
 professionals  in  Australia.  AMPS  welcomes  the  opportunity  to  make  a  submission  to  amend 
 the  scheduling  of  ivermectin,  through  deletion  of  Appendix  D,  Item  10  from  the  current  S4 
 Poisons  Scheduling.  In  seeking  to  provide  our  Society’s  perspective,  we  will  discuss  the  set 
 of  rationales  outlined  by  the  TGA  at  the  time  of  the  original  decision.  Importantly,  it  is  our 
 belief  that  to  meet  our  Code  of  Conduct  obligations,  we  must  seek  to  have  safe,  affordable 
 and  efficacious  medicines  available  to  our  patients.  As  such,  we  seek  to  have  ivermectin 
 reinstated and available at the present time, as was the case pre-pandemic. 

 Prior  to  the  amendment  of  September  2021,  ivermectin  had  been  available  for  off-label 
 prescribing,  in  accordance  with  the  clinical  judgement  of  doctors.  In  a  climate  where 
 clinicians  became  used  to  looking  to  the  government  for  guidance  on  numerous 
 pandemic-related  issues  in  daily  practice,  it  is  true  that  there  were  no  positive  statements 
 made  by  government  bodies  or  associated  committees,  in  support  of  the  use  of  ivermectin 
 for  COVID-19  disease.  However,  many  Australian  doctors  felt  from  their  own  analysis  that 
 the  case  for  ivermectin  was  very  reasonable  (often  in  combination  with  other  medications) 
 and  were  able  to  use  this  medicine  off-label,  as  confirmed  by  Minister  Hunt,  in  a  letter  from 
 August  2020  4  .  Clearly  no  sponsor  was  likely  to  approach  the  TGA  to  seek  a  formal  indication 

 4  https://www.tga.gov.au/products/covid-19/covid-19-treatments/covid-19-treatments-provisional-registr 
 ations#:~:text=Off%2Dlabel%20prescribing%20refers%20to,the%20setting%20of%20informed%20co 
 nsent  . 

 3  https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible%2 
 0for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%20i 
 n%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Government 
 %20Department%20of%20Health  . 

 2  https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p 
 oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0 

 1  https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p 
 oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0 
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 of  ivermectin  in  the  treatment  of  COVID-19  disease,  given  that  its  patent  expired,  but  this 
 was not a significant barrier to physician-driven off-label treatment. 

 With  this  background,  the  pressure  and  concern  of  the  vaccine  rollout  and  a  potential 
 negative  impact  on  ivermectin  availability,  which  itself  implied  that  significant  numbers  of 
 doctors  were  prescribing  the  drug,  appear  to  have  been  the  primary  motivations  in 
 introducing  Appendix  D  in  its  current  form.  These  reasons  will  be  discussed  subsequently. 
 As  will  also  be  discussed,  AMPS  members  have  assessed  the  full  range  of  studies  on 
 ivermectin  and  believe  that  the  initial  hesitancy,  in  which  claims  that  ivermectin  was  unsafe 
 thrived,  is  unsupported  by  the  overall  body  of  literature  5  .  In  fact,  the  evidence  base  continues 
 to grow that this is a safe, cost effective, efficacious and essential medicine. 

 In  the  changing  context  of  SARS-CoV2  and  COVID-19  disease,  which  remains  prevalent 
 despite  high  rates  of  vaccination,  our  view  is  that  Australian  doctors  should  have  the 
 maximum  options  available  for  use,  based  on  their  clinical  judgement.  Cognisant  of  our 
 Code  of  Conduct  obligations  and  placing  patient  care  as  our  primary  concern,  we  believe 
 that  ongoing  restrictions  on  ivermectin  prescribing  is  not  suited  to  the  current  conditions  of 
 the  pandemic.  AMPS  therefore  strongly  supports  the  deletion  of  Appendix  D,  Item  10  from 
 the  Current  S4  Poisons  Scheduling,  in  the  best  interest  of  Australian  doctors  and  their 
 patients. 

 Professional Responsibilities 
 AMPS  has  been  established  as  a  platform  of  advocacy  for  medical  professionals  in  this 
 country.  We  advocate  for  policies  and  practices  which  support  the  health  and  safety  of  the 
 Australian  public,  are  supremely  focussed  on  patient  care  and  are  consistent  with  the  Good 
 Medical  Practice  Code  of  Conduct.  The  Code  sets  out  professional  obligations  to  ensure 
 patient  care  is  our  highest  priority.  Doctors  are  obliged  to  act  honestly,  ethically  and  in  a 
 trustworthy  manner.  Public  trust  in  medical  professionals  is  a  bedrock  of  public  health. 
 Australians  expect  their  doctors  to  act  competently,  providing  advice  openly  and  with  full 
 disclosure and to display qualities of integrity, truthfulness, dependability and compassion  6  . 

 AMPS  undertook  a  survey  of  membership  to  solicit  feedback  on  the  potential  removal  of 
 Appendix  D  and  can  advise  that  100%  of  respondents  were  fully  supportive  of  the  proposal 
 to  reschedule  this  medicine.  Additionally  a  recent  survey  conducted  by  the  Royal  Australian 
 College  of  General  Practitioners  found  that  the  majority  (54%)  of  doctors  believe  there 
 should  be  no  restrictions  on  being  able  to  prescribe  ivermectin  for  COVID-19  7  .  Our  members 
 expressed  their  determination  and  saw  it  as  their  duty  to  advocate  strongly  for  patients  to 
 have  access  to  ivermectin,  being  confident  of  the  supporting  evidence-base  with  regard  to 
 safety, as well of its benefits in the treatment of COVID-19 disease at various stages. 

 In  this  regard,  our  society  makes  note  of  the  2013  AusPar  Report  which  found  no  significant 
 safety  concerns  reported  with  the  use  of  ivermectin.  Given  the  fiduciary  obligation  doctors 

 7  https://www1.racgp.org.au/newsgp/poll 

 6  file:///C:/Users/danan/Downloads/Medical-Board---Code---Good-medical-practice-a-code-of-conduct-f 
 or-doctors-in-Australia---1-October-2020%20(15).PDF 

 5  https://ivmmeta.com/ 
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 have  when  unwell  patients  present  to  them,  to  treat  them  to  the  best  of  their  knowledge  and 
 ability,  we  believe  that  the  changes  to  Appendix  D  place  all  doctors  who  are  aware  of  the 
 safety  profile  of  ivermectin,  in  a  situation  which  breaches  our  primary  obligations. 
 Furthermore,  to  our  membership,  it  is  of  great  concern  that  restrictions  on  the  availability  of 
 this  product  has  prevented  vast  numbers  of  Australians,  who  wished  to  do  so,  from 
 accessing a safe treatment option that showed genuine promise. 

 We  are  not  opposed  to  the  approval  and  availability  of  other  medicines  for  early  treatment  of 
 COVID-19  disease.  However,  we  note  that  decisions  have  been  made  to  provisionally 
 approved  medicines  with  less  supporting  evidence  than  ivermectin,  especially  with  regard  to 
 safety,  and  with  significantly  higher  cost  and  adverse  event  profile,  such  as  Remdesivir, 
 Paxlovid and Molnupiravir  8  . 

 On  first  principles,  an  early  treatment  strategy  is  both  separate  and  complementary  to  a 
 vaccination  strategy.  However,  it  is  now  clear  that  mRNA  vaccines  have  been  less  effective 
 than  anticipated.  It  is  now  clear  that  less  protection  is  offered  by  currently  available  vaccines 
 against  new  and  prevailing  variants  of  SARS-CoV2.  Unfortunately,  the  phenomenon  of 
 waning  immunity,  in  which  protection  of  any  kind  is  very  limited  after  4-6  months,  is  well 
 documented  and  publicly  acknowledged.  With  this  in  mind,  if  there  was  at  one  time  a  basis 
 for  a  ‘vaccine  only  strategy’,  it  is  certainly  no  longer  the  case.  We  believe  it  is  now  time  to 
 liberalise  decision  making  about  best  clinical  care  to  medical  practitioners,  who  should  be 
 free  to  draw  on  their  years  of  expertise  and  subject  knowledge  to  make  recommendations  for 
 the benefit of patients, at their discretion. 

 Given  these  considerations,  the  statement  that  there  is  not  enough  evidence  to  support  the 
 safe  and  effective  use  of  ivermectin  drugs  (used  as  monotherapy  or  in  combination  with 
 doxycycline  and  zinc)  to  prevent  or  treat  COVID-19  9  does  not  accord  with  the  current  body  of 
 evidence,  amassed  historically  and  recently.  This  being  the  case,  with  ivermectin  being  a 
 safe  and  accepted  item  of  the  pharmacopoeia  decades  before  the  pandemic,  we  wish  to 
 highlight  that  the  persistence  of  Appendix  D  in  its  current  form,  limits  the  ability  of  doctors  to 
 exercise  their  judgement  on  behalf  of  patients  and  thus  may  compromise  them  in  their 
 fiduciary duty to individual patients above all else. 

 To  summarise,  we  have  made  the  case  that  a  restrictive  policy  regarding  ivermectin  does  not 
 accord  with  the  professional  opinions  of  our  membership,  nor  with  a  large  proportion  in  the 
 wider  medical  community.  We  believe  that,  in  practice,  such  a  policy  contradicts  our  Codes 
 of  Conduct  and  wish  to  highlight  that  this  can  be  remedied  by  the  deletion  of  Appendix  D, 
 Item 10. 

 9  https://www.health.gov.au/health-alerts/covid-19/treatments/about 

 8  https://mail-attachment.googleusercontent.com/attachment/u/0/?ui=2&ik=614ed1668c&attid=0.1&permmsgid=msg-f:1743540180858574027&th=18324c8e8bb214cb&vi 

 ew=att&disp=inline&realattid=f_l7v5qnoy0&sadnir=2&saddbat=ANGjdJ9BgyYZBQpBGpL4ZmYvV9fj1xekMYbqPr_qyoMkcsvEmyvwaYSrl1qXRmi82_s0BUm-cvwQkYMU 

 FKh0Fm7goGs8ZhqqmZOYG1YR6_N0K36uxNFu59R3E5PzUOniupo130hjZJqUoY8MANRcBcVhEWqCXZVu_rmZSPM2QPOYPL89E3sicJn5bnYZlFY6sShMz-yFI8d58 

 h0qdsK_WQ8srP8JyvoLtoQg5IelAc2D4DukO2P_t8BpqlI5vA-WTdx027GC555tZfxgq9ybId74vazzE8RVSzwIprirguuK2qtEVR0-V934pvQ0oSVchpkWahuJ5Kl--hcNym62Ty 

 -0dci4KBvHipT8SWbq-M8hMq0JvYLgVhlBkncnZZzp9NDmg9-BINV-CawttzoC8tSyIaKrKFbBnIukBYd8csp638a_c1u3sGW8cSpcjex40J-eCHM7W3m1jope--6f4P2IcPL-8K 

 d0OhXkg-kUxPLZ2Vpaoom-zYLxWPbfAX8OB8bhffWtWsoZ9Rii1li5o-tJSjYpBPp1CbOjWoemCGHJlQTEvQleOF4XfKQiPpvMZwFY7iJ2wVJ4mgKEsYxHlZNSysC5hSOX 

 URdX1k44AFUK8sDdry6mcdcsYPysHagyxe9gRrA17eNkc1Jtn34qkOh1YtWw4Ocmx9Lj8iRL-8QX70S-0eh5TaHQfIs_bItcuQtaVB_uU1SzAnHOwGvAJr1Qd7sSRRlPuCyv 

 vsjd8eMzYVQW0bW2P0iEhcnPyKY 
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 Reasons given for the Rescheduling of Ivermectin 
 On  10  September  2021  a  delegate  of  the  Secretary  of  the  Department  of  Health  considered 
 the  advice  provided  by  the  Advisory  Committee  on  Medicines  Scheduling  (ACMS)  and 
 decided  to  amend  the  Poisons  Standard  by  creating  a  new  Appendix  D  listing  for  ivermectin, 
 in  effect  banning  it  for  use  as  an  off-label  treatment  option  for  COVID-19.  In  statements 
 made  by  the  TGA  10  ,  this  change  to  Poison  Scheduling  was  backed  up  with  reference  to 
 subsection  52E(1)  of  the  Therapeutic  Goods  Act  1989,  paragraph  (f)  11  ,  together  with  3  stated 
 reasons relating to public health, considered in the remainder of this section: 

 Reason  1.  Serious  concerns  that  there  are  significant  public  health  risks  associated 
 with  the  prescribing  of  ivermectin  for  COVID-19.  This  includes  the  likelihood  that 
 people  who  have  been  prescribed  the  substance  for  this  purpose  may  believe 
 themselves  to  be  protected  from  the  disease  and  not  get  vaccinated  or  tested  and 
 seek appropriate medical care if they develop symptoms. 

 Reason  2.  Potential  to  cause  severe  adverse  events  in  persons,  particularly  when 
 taken  in  high  doses  that  have  recently  been  described  in  social  media  and  other 
 sources for the prevention or treatment of COVID-19 infection. 

 Reason  3.  Concern  that  if  action  is  not  taken  to  address  these  concerns,  it  is 
 possible  that  oral  ivermectin  will  be  in  shortage  in  Australia  for  the  treatment  of  the 
 conditions  for  which  it  has  been  properly  evaluated  and  approved  in  accordance  with 
 scientific data. 

 AMPS  does  not  believe  Reason  1  justified  the  prohibition  of  ivermectin  prescribing  for  the 
 treatment  of  COVID-19.  We  believe  that  every  intervention  has  to  be  judged  on  its  own 
 merits  and  that  doctors  and  patients  should  be  able  to  make  these  decisions  together,  in  an 
 atmosphere  free  from  undue  pressure  for  any  other  party.  We  further  believe  that  the 
 decision  of  an  individual  to  be  vaccinated  is  a  separate  and  complementary  one  to  any 
 treatment  strategy  employing  ivermectin.  Regarding  Reason  3,  supply  has  not  been  reported 
 to be a problem in Australia or world-wide. 

 AMPS  is  of  the  understanding  that  the  role  of  the  TGA  is  to  determine  the  safety  of 
 medicines  and  regulate  products  based  on  an  assessment  of  risks  against  benefits  12  13  .  In 
 this  spirit,  we  do  not  take  the  view  that  the  legislative  provisions  within  the  Therapeutic 
 Goods  Act  necessarily  allow  the  TGA  to  restrict  access  to  acceptable  pre-existing  medical 
 options,  as  a  means  of  encouraging  public  behaviour  to  meet  other  policy  objectives.  This 

 13  https://www.tga.gov.au/how-we-regulate/advertising/legal-framework/act-regulations-and-code-offen 
 ces/how-tga-regulates 

 12  https://www.tga.gov.au/about-tga/what-we-do/role-tga#:~:text=The%20TGA%20is%20responsible% 
 20for%20regulating%20the%20supply%2C%20import%2C%20export,be%20lawfully%20supplied%2 
 0in%20Australia.&text=The%20TGA%20is%20a%20part%20of%20the%20Australian%20Governmen 
 t%20Department%20of%20Health. 

 11  https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p 
 oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0 

 10  https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p 
 oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0 
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 kind  of  justification,  implicitly  present  in  Reason  1  with  regard  to  uptake  of  provisionally 
 approved vaccines, was not subjected to wide consultation. 

 As  stated  previously,  early  treatment  is  a  separate  and  complementary  strategy,  which  can 
 and  does  coexist  in  the  treatment  of  Australians  facing  COVID-19  disease.  In  regards  to 
 currently  available  provisionally  approved  vaccines  against  SARS-Cov2,  we  note  with 
 significant  concern,  the  unprecedented  rates  of  adverse  event  reports,  including  deaths, 
 injury  and  disablement,  being  seen  in  Australia  and  across  the  world  14  .  Regardless  of  this, 
 however,  we  note  that  consequent  to  Appendix  D,  Item  10,  vaccinated  Australians  who 
 suffer  COVID-19  are  currently  being  denied  access  to  the  full  range  of  early  treatment 
 options,  despite  the  objective  of  high  vaccination  rates  having  already  been  achieved  in 
 Australia. 

 Also  with  regarding  Reason  2,  in  consideration  of  safety,  the  (NCCET)  conducted  a  review  of 
 the  clinical  data  regarding  the  use  of  ivermectin  in  the  management  of  COVID-19  and 
 concluded; 

 “The  available  research  evidence  does  not  yet  provide  reasonable  certainty  to 
 recommend  for  or  against  the  use  of  ivermectin  and  therefore  the  Taskforce 
 recommends  ivermectin  not  be  used  outside  of  randomised  trials.  The  certainty  of  the 
 current evidence base varies from low to very low.  15  ” 

 We  note  that  the  term  “reasonable  certainly”  is  ambiguous  in  terms  of  drug  regulation,  in  that 
 the  threshold  for  what  is  reasonable  is  not  defined  and  may  be  viewed  differently  by  different 
 parties.  We  point  out  that  this  recommendation  has  been  challenged  by  experts  both 
 National  and  Internationally  16  17  18  .  We  believe  there  is  ample  controlled  evidence  to  support 
 the  effectiveness  of  ivermectin  both  alone  and  in  combination,  in  addition  to  the  notable 
 documented  experience  of  countries  such  as  India  and  Peru,  in  which  a  strong  correlation 
 has  been  reported  between  ivermectin  use  and  mortality  reductions.  Nevertheless,  efficacy 
 was not a reason outlined by the TGA as a consideration in the scheduling decision  19  20  21  . 

 Therefore,  in  the  following  section,  we  will  focus  on  addressing  safety  concerns  and  the 
 claim  that  ivermectin  has  the  potential  to  cause  severe  adverse  events,  pertinent  to  Reason 

 21  https://indianexpress.com/article/cities/lucknow/uttar-pradesh-government-says-ivermectin-helped-to-ke 

 ep-deaths-low-7311786/ 

 20  https://osf.io/9egh4/ 

 19  https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8383101/ 

 18  https://quadrant.org.au/opinion/public-health/2021/10/we-cant-vaccinate-this-pandemic-away/ 
 17  https://quadrant.org.au/opinion/qed/2021/08/commentary-on-nccet-statement-on-ivermectin/ 

 16  file:///C:/Users/danan/Downloads/COCHRANE%20Fordham-Review%20of%20Cochrane%20Report 
 %20copy.pdf 

 15  https://covid19evidence.net.au/wp-content/uploads/NC19CET_Published_Guideline_V48_0.pdf 

 14 

 https://8630368.fs1.hubspotusercontent-na1.net/hubfs/8630368/AMPS/Altman%20Report%20Final%20Ve 

 rsion%2011-8-22%20(1).pdf?utm_source=hs_email&utm_medium=email&_hsenc=p2ANqtz-8HS0cEyUJu 

 QHjoxCYMYvaYAqn1CWxMNk_F4VyGSiymi6QxgE6AEh9SJNXh6yR0hIVEAxxC 
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 2,  above.  We  will  focus  on  peer  reviewed  data,  rather  than  the  potential  dangers  associated 
 with data sourced from social media posts, as considered in the TGA reasoning. 

 Ivermectin Safety and Clinical Benefits 
 The  essential  issue  is  that  in  the  case  of  a  repurposed  compound  with  documented  safety 
 and  excellent  tolerability,  such  as  ivermectin,  doctors  should  not  be  hindered  in  evaluating 
 such  pre-existing  treatments  and  adopting  them  if  they  so  choose,  in  pursuit  of  the  best  care 
 of  their  patients.  This  simply  reflects  a  reasonable  and  time-honoured  approach,  employing 
 critical  appraisal,  risk  benefit  analysis  and  informed  consent,  in  keeping  with  good  medical 
 practice.  In  the  context  of  a  novel  health  concern,  we  argue  that  a  responsible 
 physician-directed  process  is  eminently  suitable  when  the  compounds  under  consideration 
 are  familiar  to  doctors  and  have  excellent  known  safety  profiles.  This  is  the  case  with 
 ivermectin,  especially  where  considered  in  the  pre-hospital  phase  of  COVID-19  treatment, 
 where other options have been more limited. 

 As  outlined  in  the  TGA’s  2013  AusPar  Report  for  ivermectin,  no  significant  safety  concerns 
 were  found  with  the  use  of  ivermectin  22  .  Very  importantly,  the  report  found  no  safety 
 concerns  even  at  10  times  the  (then)  current  approved  dose  of  200ug/kg  23  .  The  U.S. 
 National  Institute  of  Health  (NIH)  has  recognised  that  “ivermectin  has  been  widely  used  and 
 is  generally  well  tolerated”  24  .  A  recent  systematic  review  stated  “ivermectin  at  the  usual 
 doses  is  considered  extremely  safe  for  use  in  humans”  25  .  In  2018,  ivermectin  was  added  to 
 the  WHO  list  of  Essential  Medicines  and  in  supporting  the  submission  for  inclusion  in  the  list, 
 the  WHO  concluded  that  the  adverse  events  associated  with  ivermectin  are  “  primarily  minor 
 and  transient  ”.  The  clinical  evaluator  in  the  WHO  Report  found  that  there  were  no  significant 
 safety concerns or serious adverse events reported with the use of ivermectin  26  . 

 In  February  2021,  an  expert  toxicology  report  on  the  safety  of  ivermectin  was  collated  based 
 on  a  review  of  over  500  articles.  This  unprecedented  work  is  well  worth  considering  in  detail 
 and outlined the following: 

 “  Hundreds  of  millions  of  human  subjects  have  been  treated  with  ivermectin  for 
 curative  or  prophylactic  purposes  worldwide  over  the  last  3  decades.  The  reference 
 list  of  this  report  demonstrates  that  a  large  body  of  data  is  available,  which  allows  for 
 a detailed analysis of ivermectin medical safety  .... 

 26  WHO Expert Committee on the Selection and Use of  Essential Medicines: Application for inclusion 
 of ivermectin on the WHO Model List of Essential Medicines (EML) and Model List of Essential 
 Medicines for Children (EMLc) for the indication of Scabies at 19 (Dec. 2018) 

 25  Andrew Bryant et al., Ivermectin for Prevention and  Treatment of COVID-19 Infection: A Systematic 
 Review, Meta-analysis, and Trial Sequential Analysis to Inform Clinical Guidelines, 28 American 
 Journal of Therapeutics 434, 435 (Jul./Aug. 2021), available at 
 https://journals.lww.com/americantherapeutics/fulltext/2021/08000/ivermectin 

 24  National Institutes of Health, COVID-19 Treatment  Guidelines: ivermectin, 
 https://www.covid19treatmentguidelines.nih.gov/therapies/antiviral-therapy/ivermectin/ 

 23  Australian Public Assessment Report for Ivermectin  – October 2013 
 https://www.tga.gov.au/auspar/auspar-ivermectin 

 22  https://www.tga.gov.au/sites/default/files/auspar-ivermectin-131030.pdf 
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 …Taking  into  account  all  the  above,  the  author  of  the  present  analysis  of  the 
 available  medical  data  concludes  that  the  safety  profile  of  ivermectin  has  so  far  been 
 excellent  in  the  majority  of  treated  human  patients  so  that  ivermectin  human  toxicity 
 cannot be claimed to be a serious cause for concern  27  .” 

 In  this  regard,  a  decisive  legal  opinion  from  the  U.S.  Nebraska  State  Attorney  General’s 
 Office  (14  October  2021)  is  highly  instructive.  It  provided  a  detailed  analysis  of  the 
 arguments  regarding  ivermectin  and  off-label  prescribing  and  a  copy  of  this  ruling  forms 
 Annexure  1  to  this  Submission.  The  Co-signatories  rely  upon  this  opinion  in  full  as  it  pertains 
 to ivermectin. 

 The opinion states in part: 

 “  The  data  show  not  only  that  the  adverse  side  effects  are  minor,  but  also  that  the 
 percentage  of  people  who  report  experiencing  any  adverse  events  is  vanishingly 
 small.  The  latest  statistics  available  through  VigiAccess  report  only  5,674  adverse 
 drug  reactions  from  ivermectin  between  1992  and  October  13,  2021.  This  number  is 
 incredibly  low  considering  that  “more  than  3.7  billion  doses”  of  ivermectin  have  been 
 administered to humans worldwide since the 1980s  28  .” 

 The  brief  but  comprehensive  review  of  the  safety  of  ivermectin  provided  here  does  not 
 provide  any  clear  or  convincing  evidence  that  ivermectin  poses  such  a  threat  to  public  health 
 and  safety  that  it  required  sudden  rescheduling  in  the  middle  of  a  pandemic  as  a  poison 
 when  prescribed  for  COVID-19.  In  truth,  no  data  exists  in  support  of  serious  harm.  It  is  likely 
 that  the  absence  of  safety  concerns  relating  to  ivermectin  was  the  very  reason  for  the  rapid 
 commencement  of  multiple  early  controlled  trials  in  COVID-19  disease  overseas,  after 
 widespread interest in the potential benefits of this highly versatile drug. 

 Ivermectin  has  documented  pharmacological  mechanisms  that  led  clinicians  to  believe  this 
 extremely  safe  medicine  could  be  repurposed  effectively  for  the  treatment  of  COVID-19.  It 
 has  been  known  for  over  10  years  that  ivermectin  demonstrated  antiviral  activity  against 
 several  RNA  viruses  by  blocking  the  nuclear  trafficking  of  viral  proteins  29  .  A  comprehensive 
 systematic  review  summarises  the  antiviral  effects  of  ivermectin,  including  in  vitro  and  in  vivo 
 studies  over  the  past  50  years  30  .  Another  paper  titled,  “Ivermectin:  an  award-winning  drug 
 with  expected  antiviral  activity  against  COVID-19”  put  forward  that  Ivermectin,  an 
 FDA-approved  broad-spectrum  antiparasitic  agent,  had  demonstrated  antiviral  activity 
 against  a  number  of  DNA  and  RNA  viruses,  including  severe  acute  respiratory  syndrome 
 coronavirus  2  (SARS-CoV-2)  31  .  As  well  as  ivermectin’s  antiviral  benefits  there  is  also 
 research literature that outlines its recognised “anti-inflammatory capacity”  32  . 

 32  https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7476419/ 
 31  https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7539925/ 
 30  https://pubmed.ncbi.nlm.nih.gov/32533071/ 
 29  https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7539925/ 

 28  U.S. Nebraska State Attorney General opinion. Prescription  of Ivermectin or hydroxychloroquine as 
 Off-Label medicines for the Prevention or Treatment of Covid-19. 14 October 2021 

 27  Descotes, J. Expert Review Report – Medical Safety of Ivermectin. 3 March 2021 
 https://www.medincell.com/wp-content/uploads/2021/03/Clinical_Safety_of_Ivermectin 
 March_2021.pdf 
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 A  review  titled  “Emerging  Evidence  Demonstrating  the  Efficacy  of  Ivermectin  in  the 
 Prophylaxis and Treatment of COVID-19” concluded: 

 “Meta-analyses  based  on  18  randomized  controlled  treatment  trials  of  ivermectin  in 
 COVID-19  have  found  large,  statistically  significant  reductions  in  mortality,  time  to 
 clinical  recovery,  and  time  to  viral  clearance.  Furthermore,  results  from  numerous 
 controlled  prophylaxis  trials  report  significantly  reduced  risks  of  contracting 
 COVID-19  with  the  regular  use  of  ivermectin.  Finally,  the  many  examples  of 
 ivermectin  distribution  campaigns  leading  to  rapid  population-wide  decreases  in 
 morbidity  and  mortality  indicate  that  an  oral  agent  effective  in  all  phases  of  COVID-19 
 has been identified  33  .” 

 Finally,  an  online  real  time  meta-analysis  of  the  clinical  safety  and  efficacy  of  ivermectin  in 
 COVID-19  disease  is  well  worth  considering  and  can  be  found  at  www.ivmmeta.com  :  as  of  9 
 September  2022,  this  includes  91  studies,  of  which  41  were  randomised  controlled  trials 
 involving  11,141  patients  34  ).  This  resource  illustrates  the  high  level  of  international  interest  in 
 the  clinical  submission  of  ivermectin  for  potential  use  in  COVID-19.  When  taken  in  totality, 
 the  clinical  data  presented  at  www.ivmmeta.com  presents  a  compelling  case  for  the  safety 
 and  efficacy  of  ivermectin.  More  than  20  countries  (including  India,  Mexico,  regions  of  Peru, 
 Argentina,  Japan,  Dominican  Republic  and  Brazil)  have  adopted  ivermectin  for  the 
 management  of  COVID-19.  Collectively,  the  studies  strongly  suggest  that  “ivermectin 
 reduces  the  risk  for  COVID-19  with  very  high  confidence  for  mortality,  ventilation,  ICU 
 admission,  hospitalisation,  progression,  recovery,  [number  of]  cases,  viral  clearance,  and  in 
 pooled  analysis...  Meta-analysis  using  the  most  serious  outcome  measure  shows  62% 
 [57-70%] and 83% [74-89%] improvement for early treatment and prophylaxis”. 

 At  this  stage,  public  health  officials  and  the  medical  profession  generally  have  had  time  to 
 review  the  accumulating  data  regarding  ivermectin,  in  addition  to  the  rapid  mutation  rate  of 
 the  SARS-CoV2  and  waning  vaccine  efficacy.  We  believe  it  is  vital  to  reconsider  the  role  of 
 ivermectin  in  the  arsenal  of  available  drugs.  It  is  important  to  point  out  that  we  are  not  aware 
 of  any  other  occasion  on  which  an  established  drug  in  the  Australian  pharmacopoeia  that 
 has  previously  been  considered  very  safe,  has  been  rescheduled  in  such  a  way  as  to  make 
 its prescription illegal for doctors. 

 AMPS  can  find  no  clear  and  conclusive  evidence  to  support  the  TGA  claims  that  ivermectin 
 poses  a  safety  risk  to  the  public  with  the  potential  for  a  high  incidence  of  severe  adverse 
 events.  Rather,  our  review  of  the  evidence  demonstrates  that  ivermectin  is  a  fully  approved, 
 AurPar  reviewed,  Nobel  prize  winning  WHO  essential  medicine,  that  has  been  given  in 
 billions  of  doses  with  minimal  adverse  reaction  reported.  We  consider  that  Australian  doctors 
 should  again  be  afforded  professional  discretion  with  regard  to  ivermectin  use,  which  may 
 translate  to  benefit  in  future  seasonal  outbreaks  of  SARS-CoV2/COVID-19  disease,  with 
 flow-on benefits to the hospital system, with very little downside, as we have summarised. 

 34  https://ivmmeta.com/ 

 33  https://journals.lww.com/americantherapeutics/fulltext/2021/06000/review_of_the_emerging_evidenc 
 e_demonstrating_the.4.aspx 
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 Conclusion 
 AMPS  believes  in  the  primacy  of  the  doctor/patient  relationship  within  medicine  and  stands 
 firmly  opposed  to  the  placement  of  excessive  constraint  on  the  clinical  judgement  of  doctors. 
 Now  that  Australian  vaccination  rates  have  risen  to  such  high  levels,  we  assert  that  it  is 
 consistent  at  this  time  to  freshly  reevaluate  historic  decisions  in  the  full  light  of  today’s 
 context. 

 In  making  this  submission,  foremost  in  the  thinking  of  our  Society  is  that  ivermectin  cannot 
 be  construed  to  be  a  hazard  to  the  health  of  the  Australian  people.  This  assertion  contradicts 
 the  most  extensive  drug  safety  review  of  ivermectin  in  the  literature  35  ,  the  well  known 
 evaluation  of  the  WHO  in  2018  36  ,  the  decisive  legal  opinion  of  the  Nebraska  State  Attorney 
 General’s  Office  37  ,  as  well  as  the  TGA’s  own  2013  AusPar  Report  38  .  As  such,  we  contend 
 that  in  the  current  context,  the  use  of  off-label  ivermectin  cannot  plausibly  be  said  to 
 constitute  a  threat  to  the  public  health  of  Australians,  in  the  spirit  of  subsection  52E(1)  of  the 
 Therapeutic Goods Act 1989, particular paragraph (f)  39  . 

 As  a  Society,  we  applaud  this  move  of  the  TGA  to  open  consultation  with  regard  to  Appendix 
 D,  Item  10.  AMPS  believes  that  the  continuing  restriction  of  ivermectin  would  at  this  stage 
 represent  a  serious  error  in  judgement.  In  this  regard,  we  draw  attention  to  the  humility 
 recently  expressed  by  Dr  Rochell  Walensky  the  Director  of  the  CDC  told,  who  told 
 employees recently: 

 “To  be  frank,  we  are  responsible  for  some  pretty  dramatic,  pretty  public  mistakes 
 from testing, to data, to communications  40  ” 

 As  we  have  outlined  in  this  document,  we  consider  that  the  Australian  Regulators  now  have 
 the  opportunity  to  reconsider  these  questions,  in  a  way  which  is  not  only  likely  to  benefit  the 
 health  of  Australians,  but  reinforce  the  invaluable  role  of  doctors’  clinical  judgement  and 
 expertise in the use of safe repurposed therapies in individualised patient care. 

 40  https://www.washingtonpost.com/opinions/2022/08/18/cdc-changes-next-pandemic-preparation/ 

 39  https://www.tga.gov.au/resources/publication/scheduling-decisions-final/notice-amendment-current-p 
 oisons-standard-under-paragraph-52d2a-therapeutic-goods-act-1989-0 

 38  https://www.tga.gov.au/sites/default/files/auspar-ivermectin-131030.pdf 

 37  U.S. Nebraska State Attorney General opinion. Prescription  of Ivermectin or hydroxychloroquine as 
 Off-Label medicines for the Prevention or Treatment of Covid-19. 14 October 2021 

 36  WHO Expert Committee on the Selection and Use of  Essential Medicines: Application for inclusion 
 of ivermectin on the WHO Model List of Essential Medicines (EML) and Model List of Essential 
 Medicines for Children (EMLc) for the indication of Scabies at 19 (Dec. 2018) 

 35  Descotes, J. Expert Review Report – Medical Safety  of Ivermectin. 3 March 2021 
 https://www.medincell.com/wp-content/uploads/2021/03/Clinical_Safety_of_Ivermectin 
 March_2021.pdf 
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