
  

2024 28 3   261 

 
1,2 1 1

 
(compassionate use)

 
 

( Formosan J Med 2024;28:261-71)    DOI:10.6320/FJM.202405_28(3).0001 
 

(compassionate use)

(investigational drug, ID) [1]
7

[2] (safety)
(efficacy)

 

 

1937 Elixir 

sulfanilamide ( 15 100
) 1938

(Federal Food, Drug, and 
Cosmetic Act, Federal FD&C Act)

(Food and Drug 
Administration, FDA) 1960 thalidomide

( 1
)

1963
(Committee on the Safety of Drugs)
1962 Federal FD&C Act

FDA

[3,4]  

1960
FDA /  (early-
access/compassionate use program)

1 2  

 

E-mail: fctsai@ntu.edu.tw 



Ethical Issues and Regulations of Compassionate  

262  Formosan J Med 2024 Vol.28 No.3 

1979 1980
FDA

1987
[5,6]  

( )
(right-to-try)

[7]

FDA “fast track” “accelerated approval”[8]
[9]  

A
B
(off-label use)

 
FDA

(expanded access)
/

(
) [10]

[1]
“expanded access” “special access” “early access”

“preapproval access” [5]  

[12]  

( )

(compassion)
 

. (accessibility)  
3%

[13]

I
(homogeneous group)

35% [14]

(I &II)
[15] (

) [14]  
( )

[16]  

 

 

(precautionary principle)



  

2024 28 3   263 

[4]

[17]  

III

[14]

1%
 

 

(vulnerable group)

 

 

 

[12]
[11]

[12,19]

[20]
 

 
( ) (risk of IND) 

10% [21] (Biotechnology 
Innovation Organization) 2011-2020

7.9%
5.3%

3 (28.9%)
6 (57.8%)

(47.7%)[22]  

[14]

 
( ) (financial burden) 

[14]

 



Ethical Issues and Regulations of Compassionate  

264  Formosan J Med 2024 Vol.28 No.3 

[19]

[14]  
( )  

(risk-benefit ratio)

40%

10% [23]  

( )
(risk-benefit 

threshold)

[19]  

 
(competent)

[14,24]  
( )  

[19]  

[4]

[18]
 

. (vulnerability) 

(
“right-to-try” )

FDA
(vulnerability)

[19]

[25]  

 
( ) 

[19]  
( ) 

[4,18]  
( ) (false hope)



  

2024 28 3   265 

[4,23,26]  

. (public good)  

(population-focused approach)
(right-to-try)

[4]  

[19,27]

[28] (
) [29,30]

[27]  

(avoid and mitigating harm)

[4]

 

 

( )
( )

IRB/REC

 

 
2001/83/EC

6

(European Medicine Agency, EMA)
(European 

Parliament and of the Council) No. 726/2004 83
1 [19]

2001/83/EC 6
[31]  

( ) (chronically 
or seriously debilitating disease)

(life-threatening disease)
 

( ) 
 

(
EMA) No. 726/2004 83
EMA (the Committee for 
Medicinal Products for Human Use, CHMP)

(Guideline on Compassionate Use of 
Medicinal Products)[32]

[33]  



Ethical Issues and Regulations of Compassionate  

266  Formosan J Med 2024 Vol.28 No.3 

.  
2016

0122 2 (expanded access 
clinical trials, EACTs)

( ) [34]
(Pharmaceuticals and Medical 

Devices Agency, PMDA) [35]

Hideki
[36]  

.  
( )  

(expanded access) FDA [11]
FDA

[19,37]  
1. 

 
2. 

(justifies)
 

3. 
 

FDA
IRB

FDA
(adverse events) FDA

15 [4]  

( )  
(right-ti-try) 2000

2014

 
2018

(Trickett Wendler, Frank Mongiello, Jordan McLinn, 
and Matthew Bellina Right to Try Act of 2017)

I
FDA

FDA IRB [38]

[39]
 

FDA IRB

FDA IRB FDA
45 [40]

[41]

 

 

Right-to-Try  
  ( ) 

  FDA  
IRB    
  FDA  

  FDA  
 I  II (

FDA ) 

 



  

2024 28 3   267 

1. 

I I
14% [42]

 
2. 

[39] FDA
 

3. 
FDA

IRB
 

4. 

 [43]  

 

 

55 2003

2019

IRB (FDA
1081408668 )

( )  

 
2015 48-2

2

35
 

 
2015

(
) 2016 4

3-1

 

2018 9
(

)
6

 

6

2023 2

 



Ethical Issues and Regulations of Compassionate  

268  Formosan J Med 2024 Vol.28 No.3 

/

 

IRB
IRB
 

2022

 

 

 

 

1. Borysowski J, Górski A. Ethics framework for 
treatment use of investigational drugs. BMC Med 
Ethics 2020;21:116. 

2. Kaitin K. Deconstructing the drug development 
process: The new face of innovation. Clin 
Pharmacol Ther 2010;87:356-61. 

3. Rägo L, Santoso B. Drug regulation: History, 
present and future. In: van Boxtel CJ, Santoso B, 
Edwards IR, eds. Drug Benefits and Risks: 
International Textbook of Clinical Pharmacology, 
2nd ed. Amsterdam, IOS Press, 2008:65-77. 

4. Walker MJ, Rogers WA, Entwistle V. Ethical 
justifications for access to unapproved medical 
interventions: An argument for (limited) patient 
obligations. Am J Bioeth 2014;14:3-15. 

5. Kimberly LL, Beuttler MM, Shen M, et al. Pre-
approval access terminology: A cause for 
confusion and a danger to patients. Ther Innov 
Regul Sci 2017;51:494-500. 



  

2024 28 3   269 

6. Darrow JJ, Avorn J, Kesselheim AS. New FDA 
breakthrough-drug category--implications for 
patients. N Engl J Med 2014;370:1252-8. 

7. U.S. Food & Drug Administration. Learn About 
Expanded Access and Other Treatment Options, 
2018. https://www.fda.gov/patients/learn-about-
expanded-access-and-other-treatment-options 
/Accessed March 9, 2024. 

8. U.S. Food & Drug Administration. Fast Track, 
Breakthrough Therapy, Accelerated Approval, 
Priority Review, 2023. https://www.fda.gov/ 
patients/learn-about-drug-and-device-approvals/ 
fast-track-breakthrough-therapy-accelerated-
approval-priority-review/Accessed March 9, 2024. 

9. 
https://www.cde.org.tw/drugs/med_explain?id=
24 Accessed/ March 9, 2024. 

10. U.S. Food & Drug Administration. Expanded 
Access. December, 2022. https://www.fda.gov/ 
news-events/public-health-focus/expanded-access/ 
Accessed February 1, 2024. 

11. Iudicello A, Alberghini L, Benini G, et al. 
Expanded access programme: Looking for a 
common definition. Trials 2016;17:21. 

12. Borysowski J, Ehni HJ, Górski A. Ethics review 
in compassionate use. BMC Med 2017;15:136. 

13. Lang ML. Third State Passes ‘Right to Try’ 
Legislation, 2014. https://freebeacon.com/issues/ 
third-state-passes-right-to-try-legislation/ Accessed 
Feb 1, 2024. 

14. Raus K. An analysis of common ethical 
justifications for compassionate use programs for 
experimental drugs. BMC Med Ethics 
2016;17:60. 

15. 
—  

2008;5:10-1  
16. Mytomorrows. Helping patients discover and 

access treatments. https://www.mytomorrows. 
com/ Accessed March 9, 2024. 

17. Schuklenk U. Access to unapproved medical 

interventions in cases of catastrophic illness. Am 
J Bioeth 2014;14:20-2. 

18. DiMasi JA, Grabowski HG. Economics of new 
oncology drug development. J Clin Oncol 
2007;25:209-16. 

19. Darrow JJ, Sarpatwari A, Avorn J, et al. Practical, 
legal, and ethical issues in expanded access to 
investigational drugs. N Engl J Med 2015;372: 
279-86. 

20. Shorr AF. AIDS and the FDA: An ethical case for 
limiting patient access to new medical therapies. 
In: Schüklenk U, ed. AIDS: Society, Ethics and 
Law. London, Routledge, 2018:485-9. 

21. Hay M, Thomas DW, Craighead JL, et al. 
Clinical development success rates for 
investigational drugs. Nat Biotechnol 2014;32: 
40-51. 

22. Thomas D, Micklus A, LaFever S. Clinical 
development success rates and contributing 
factors 2011–2020, 2021. https://go.bio.org/rs/ 
490-EHZ-999/images/ClinicalDevelopment 
SuccessRates2011_2020.pdf /Accessed March 9, 
2024. 

23. Hordijk M, Vermeulen SF, Bunnik EM. The 
‘false hope’ argument in discussions on expanded 
access to investigational drugs: A critical 
assessment. Med Health Care Philos 2022; 
25:693-701. 

24. Abigail Alliance for Better Access to 
Developmental Drugs v. von Eschenbach, 445 
F.3d 470 (D.C. Cir. 2006). 

25. ( )
 2005;232:71-4  

26. Musschenga B. Is there a problem with false 
hope?. J Med Philos 2019;44:423-41. 

27. Scharf A, Dzeng E. 'I’m Willing To Try 
Anything': Compassionate Use Access To 
Experimental Drugs And The Misguided 
Mission Of Right-To-Try Laws, 2017. 
https://www.healthaffairs.org/do/10.1377/forefront.
20170327.059378/ Accessed Feb 1, 2024. 



Ethical Issues and Regulations of Compassionate  

270  Formosan J Med 2024 Vol.28 No.3 

28. Lorigan P, Ascierto PA, Dummer R, et al. 
Expanded access programmes: Patient interests 
versus clinical trial integrity. Lancet Oncol 
2015;16:15-7. 

29. Bender S, Flicker L, Rhodes R. Access for the 
terminally ill to experimental medical 
innovations: A three-pronged threat. Am J Bioeth 
2007;7:3-6. 

30. Okie S. Access before approval—A right to take 
experimental drugs?. N Engl J Med 2006;355: 
437-40. 

31. EUR-Lex. Regulation (EC) No 726/2004 of the 
European Parliament and of the Council of 31 
March 2004 laying down Community procedures 
for the authorisation and supervision of 
medicinal products for human and veterinary use 
and establishing a European Medicines Agency 
(Text with EEA relevance), 2004. https://eur-
lex.europa.eu/eli/reg/2004/726/oj /Accessed 
March 12, 2024. 

32. European Medicines Agency. Guideline on 
compassionate use of medicinal products, 
pursuant to article 83 of regulation (EC) no 726/ 
2004. https://www.ema.europa.eu/en/documents/ 
regulatory-procedural-guideline/guideline-
compassionate-use-medicinal-products- pursuant-
article-83-regulation-ec-no-7262004_en.pdf 
/Accessed Feb 1, 2024. 

33. Balasubramanian G, Morampudi S, Chhabra P, et 
al. An overview of Compassionate Use Programs 
in the European Union member states. Intractable 
Rare Dis Res 2016;5:244-54. 

34. 

( 0122 2 ) 2016 1
22 https://www.pmda.go.jp/files/ 000211365.pdf 
/Accessed March 12, 2024 

35. 

( 0122 7 )
2016 1 22 https://www.mhlw.go.jp/ 
web/t_doc?dataId=00tc1562&dataType=1&pag
eNo=1 /Accessed March 12, 2024 

36. Maeda H, Uchida M, Kusano M, et al. 
Characteristics of the Compassionate Use 
Program in Japan: An analysis of expanded 
access clinical trials from 2016 to 2021. Clin 
Pharmacol Ther 2022;112:817-23. 

37. U.S. Food & Drug Administration. CFR - Code 
of Federal Regulations Title 21, 2023. 
https://www.accessdata.fda.gov/scripts/cdrh/cfd
ocs/cfcfr/CFRSearch.cfm?fr=312.305 /Accessed 
March 12, 2024. 

38. Lynch HF, Zettler PJ, Sarpatwari A. Promoting 
patient interests in implementing the Federal 
Right to Try Act. JAMA 2018;320:869-70. 

39. Zaich S. An examination of the right to try act of 
2017 and industry's potential path moving 
forward. Southern California Law Review 
2019;92:331-410. 

40. Jarow JP, Lurie P, Ikenberry SC, et al. Overview 
of FDA’s expanded access program for 
investigational drugs. Ther Innov Regul Sci 
2017;51:177-9. 

41. Bunnik EM, Aarts N. The role of physicians in 
expanded access to investigational drugs: A 
mixed-methods study of physicians’ views and 
experiences in the Netherlands. J Bioeth Inq 
2021;18:319-34. 

42. Walker S. Expanded access versus right-to-try. 
Hosp Pharm 2020;55:79-81. 

43. Mezher M. GAO Reports on FDA, Drugmaker 
Efforts to Boost Access to Investigational Drugs, 
2019. https://www.raps.org/news-and-articles/ 
news-articles/2019/9/gao-reports-on-fda-
drugmaker-efforts-to-boost-acc/ Accessed Feb 1, 
2024.

 
 



  

2024 28 3   271 

Analysis of the Ethical Issues and Regulations of 
Compassionate Use 
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Abstract: Compassionate use refers to the exceptional authorization granted to patients suffering from severe, life-
threatening illnesses to access 'unapproved investigational drugs' after all viable treatments have been exhausted. 
This provision considers the time-consuming process of new drug approval and the fact that terminally ill patients 
often cannot afford to wait. Many countries, including the United States, most European Union countries, the 
United Kingdom, and Japan, have established compassionate use regulations and practices. However, the ethical 
issues associated with compassionate use are extensive, encompassing the utilization of high-risk drugs, patient 
autonomy and informed consent, and the vulnerability of terminally ill patients. Moreover, compassionate use 
involves multiple stakeholders beyond the patients, such as pharmaceutical companies, regulatory agencies, 
physicians, and society. This article analyzes the ethical issues involved in compassionate use, introduces the 
management regulations of compassionate use in advanced countries, and proposes areas for improvement in our 
country's related regulations. 
Key Words: compassionate use, expanded access, investigational drugs, unapproved drug, drug regulation, 
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