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of the Expert Review Committee 

 

Executive Summary 

Date:  November 2025 

Medicine(s) (INN):  Dactinomycin 

Medicine(s) (ATC): L01DA01 

Indication/s (ICD10 code/s): Nephroblastoma (Wilms tumour) (C64.9 - Malignant neoplasm of unspecified kidney, 

except renal pelvis) 

Patient population/s: Children, adolescents and young adults presenting with nephroblastoma. 

Prevalence of condition/s:  Nephroblastoma accounts for 6 – 7 % of all childhood cancers1 and has an estimated 
age standardised rate of 87 cases per million children (0 – 14 years) per year.2 
Level of Care: Tertiary and Quaternary  

Prescriber Level: Specialist (Oncologist) 

Current Standard(s) of Care: Dactinomycin is historic standard of care 

Background:   

Nephroblastoma, also known as Wilms tumour, is one of the most common solid tumours in all paediatric cancers, 

affecting the kidney.3  

 

The treatment of nephroblastoma involves multi-agent chemotherapy and surgical resection, with or without 

radiation therapy – depending on factors such as whether unilateral or bilateral, local stage, presence of 

metastases, patients age, tumour weight, biological risk factors, histology and clinical response to therapy.4 

 

Dactinomycin was previously not registered with the South African Health Products Regulatory Authority (SAHPRA) 

and was therefore only accessible through a Section 21 authorization, which permits the use of unregistered 

medicines under specific circumstances. Due to its unregistered status at the time, it could not be included on the 

National Essential Medicines List. However, in 2022, dactinomycin achieved formal registration with SAHPRA, 

marking a significant step toward broader and more consistent access within the country. 

 

Thus, since dactinomycin is the historic standard of care it is proposed that this be included on the Essential 

Medicines List. 

 

Methods: a search was conducted for clinical practice guidelines for Nephroblastoma/Wilms Tumour, as well as 

Clinical Trials prior to 2007 demonstrating historic use. 



Page 2 of 5 
 

Summary of Evidence:  Dactinomycin has been used since the 1960’s for treatment of nephroblastoma.  Following 

reports of tumour regression, Burgert et.al. 19675 investigated whether dactinomycin would decrease the 

frequency of metastasis, whether it improved survival, and whether the time of administration relative to 

operation day influence both frequency of metastasis and survival.  This study consisted of 122 children from 8 

institutions. Conventional therapy was administered to 45 children, 59 children received conventional therapy plus 

early administration of dactinomycin, and 18 children received conventional therapy plus late administration 

dactinomycin.  In 102 children without metastasis at time of operation, a decreased frequency of metastasis (59% 

vs 39%, p < 0.05) and increased survival (63% alive at 4 years vs 44% alive at 4-years, p < 0.05) was seen in those 

that had dactinomycin therapy. Those patients that received dactinomycin on the day of surgery showed the 

greatest advantage in survival (89% alive at 4 years).  Additionally, patients with metastasis had an improved 

survival experience even if dactinomycin therapy was started later compared to those that did not receive 

dactinomycin.  

 

A South African retrospective study6 in two paediatric oncology units (Bloemfontein and Cape Town) assessed 

survival rates of childhood cancers from 1987 to 2011.  It was found that nephroblastoma had a high survival rate 

of 62.6% (all-stages), and survival of 81.1% for stage 1 nephroblastoma. 

 

The NCCN (National Comprehensive Cancer Network) Clinical Practice Guidelines for Wilms Tumour 20254, include 

the regimens EE4A (vincristine plus dactinomycin for 18 weeks) or DD4A (vincristine plus dactinomycin plus 

doxorubicin for 24 weeks) depending on risk group. See table below: 

 

Clinical Practice Guideline (CPG) recommendations: 

Guideline Recommendations AGREE II assessment 

NCCN (National 
Comprehensive 
Cancer Network) 
Clinical Practice 
Guidelines for 
Wilms Tumour 
20254 

 Both EE4A (vincristine plus dactinomycin for 18 weeks) and DD4A 
(vincristine plus dactinomycin plus doxorubicin for 24 weeks) 
regimens are recommended within the practice guidelines, and 
treatment guided by presentation, findings and molecular results. 
 
Recommendations in this guideline are Category 2A:  Based upon lower-
level evidence, there is uniform NCCN consensus that the intervention is 
appropriate. 
 

5/7 
(good quality, especially in 
terms of clarity, scope, and 
clinical applicability, 
however it lacks 
transparency in methods 
used to gather and grade 
evidence and involves limited 
patient/public input) 

 

 

 

Historically accepted use Criteria 

SECTION A 

Criteria Comment 

1 The medicine is included in the World Health Organization (WHO) 

Model Essential Medicines List, either as a core or complementary 

item, for the indication requested. 

 YES NO  

 X   

Listed for the following indications: 

• Malignant neoplasms of kidney, 
except renal pelvis 

https://www.google.com/search?q=National+Comprehensive+Cancer+Network&sca_esv=70a532a702b7bdb6&rlz=1C1MMCH_enZA1120ZA1122&sxsrf=AE3TifM8ZQV_ES_hHHeBFdRojT733znmjg%3A1758880767700&ei=_2PWaPW7KqmM9u8P4OCj4Q0&ved=2ahUKEwjdptS_lfaPAxUp9bsIHdoMBqYQgK4QegQIARAE&uact=5&oq=NCCN+acronym&gs_lp=Egxnd3Mtd2l6LXNlcnAiDE5DQ04gYWNyb255bTIFEAAYgAQyBhAAGBYYHjIGEAAYFhgeMggQABiABBiiBDIIEAAYgAQYogQyCBAAGIAEGKIEMggQABiABBiiBEiNG1DOA1i2GXADeAGQAQCYAbQCoAGCE6oBBTItOC4xuAEDyAEA-AEBmAIMoAK3E8ICChAAGLADGNYEGEfCAgQQIxgnwgILEAAYgAQYkQIYigXCAgoQABiABBhDGIoFwgILEC4YgAQYxwEYrwHCAgoQABiABBgUGIcCwgILEAAYgAQYhgMYigXCAgUQABjvBcICBxAAGIAEGA3CAggQABgIGA0YHpgDAIgGAZAGCJIHBzMuMC44LjGgB604sgcFMi04LjG4B6cTwgcFMC41LjfIByU&sclient=gws-wiz-serp&mstk=AUtExfDYX9KKm2ktlesj21EZTg4JvtYdPpNoZDj33cF3CXN-Y_15LQ0jJbSfdne6ENzJRV6WARc9OCySsufAdpGE4y_8UvSH8Rb2BWdVUsZEZkF7Ymxy5UB5d1eBa9PzDNNOjorqNUV3LszI6lhIwzOqmHZJqKQP30byvYzZ1LZDeU0WlDmnsNWDbCblx-j_I5j4qfLC0O8Yv1XBdKAN1iJw_03QCDLRr9MB5Hw9Y83vbt3OfxvejDX-DnfQMXKwD-8i-aCMXSw8UMIcYzSWZIm3yMQ8&csui=3
https://www.google.com/search?q=National+Comprehensive+Cancer+Network&sca_esv=70a532a702b7bdb6&rlz=1C1MMCH_enZA1120ZA1122&sxsrf=AE3TifM8ZQV_ES_hHHeBFdRojT733znmjg%3A1758880767700&ei=_2PWaPW7KqmM9u8P4OCj4Q0&ved=2ahUKEwjdptS_lfaPAxUp9bsIHdoMBqYQgK4QegQIARAE&uact=5&oq=NCCN+acronym&gs_lp=Egxnd3Mtd2l6LXNlcnAiDE5DQ04gYWNyb255bTIFEAAYgAQyBhAAGBYYHjIGEAAYFhgeMggQABiABBiiBDIIEAAYgAQYogQyCBAAGIAEGKIEMggQABiABBiiBEiNG1DOA1i2GXADeAGQAQCYAbQCoAGCE6oBBTItOC4xuAEDyAEA-AEBmAIMoAK3E8ICChAAGLADGNYEGEfCAgQQIxgnwgILEAAYgAQYkQIYigXCAgoQABiABBhDGIoFwgILEC4YgAQYxwEYrwHCAgoQABiABBgUGIcCwgILEAAYgAQYhgMYigXCAgUQABjvBcICBxAAGIAEGA3CAggQABgIGA0YHpgDAIgGAZAGCJIHBzMuMC44LjGgB604sgcFMi04LjG4B6cTwgcFMC41LjfIByU&sclient=gws-wiz-serp&mstk=AUtExfDYX9KKm2ktlesj21EZTg4JvtYdPpNoZDj33cF3CXN-Y_15LQ0jJbSfdne6ENzJRV6WARc9OCySsufAdpGE4y_8UvSH8Rb2BWdVUsZEZkF7Ymxy5UB5d1eBa9PzDNNOjorqNUV3LszI6lhIwzOqmHZJqKQP30byvYzZ1LZDeU0WlDmnsNWDbCblx-j_I5j4qfLC0O8Yv1XBdKAN1iJw_03QCDLRr9MB5Hw9Y83vbt3OfxvejDX-DnfQMXKwD-8i-aCMXSw8UMIcYzSWZIm3yMQ8&csui=3
https://www.google.com/search?q=National+Comprehensive+Cancer+Network&sca_esv=70a532a702b7bdb6&rlz=1C1MMCH_enZA1120ZA1122&sxsrf=AE3TifM8ZQV_ES_hHHeBFdRojT733znmjg%3A1758880767700&ei=_2PWaPW7KqmM9u8P4OCj4Q0&ved=2ahUKEwjdptS_lfaPAxUp9bsIHdoMBqYQgK4QegQIARAE&uact=5&oq=NCCN+acronym&gs_lp=Egxnd3Mtd2l6LXNlcnAiDE5DQ04gYWNyb255bTIFEAAYgAQyBhAAGBYYHjIGEAAYFhgeMggQABiABBiiBDIIEAAYgAQYogQyCBAAGIAEGKIEMggQABiABBiiBEiNG1DOA1i2GXADeAGQAQCYAbQCoAGCE6oBBTItOC4xuAEDyAEA-AEBmAIMoAK3E8ICChAAGLADGNYEGEfCAgQQIxgnwgILEAAYgAQYkQIYigXCAgoQABiABBhDGIoFwgILEC4YgAQYxwEYrwHCAgoQABiABBgUGIcCwgILEAAYgAQYhgMYigXCAgUQABjvBcICBxAAGIAEGA3CAggQABgIGA0YHpgDAIgGAZAGCJIHBzMuMC44LjGgB604sgcFMi04LjG4B6cTwgcFMC41LjfIByU&sclient=gws-wiz-serp&mstk=AUtExfDYX9KKm2ktlesj21EZTg4JvtYdPpNoZDj33cF3CXN-Y_15LQ0jJbSfdne6ENzJRV6WARc9OCySsufAdpGE4y_8UvSH8Rb2BWdVUsZEZkF7Ymxy5UB5d1eBa9PzDNNOjorqNUV3LszI6lhIwzOqmHZJqKQP30byvYzZ1LZDeU0WlDmnsNWDbCblx-j_I5j4qfLC0O8Yv1XBdKAN1iJw_03QCDLRr9MB5Hw9Y83vbt3OfxvejDX-DnfQMXKwD-8i-aCMXSw8UMIcYzSWZIm3yMQ8&csui=3
https://www.google.com/search?q=National+Comprehensive+Cancer+Network&sca_esv=70a532a702b7bdb6&rlz=1C1MMCH_enZA1120ZA1122&sxsrf=AE3TifM8ZQV_ES_hHHeBFdRojT733znmjg%3A1758880767700&ei=_2PWaPW7KqmM9u8P4OCj4Q0&ved=2ahUKEwjdptS_lfaPAxUp9bsIHdoMBqYQgK4QegQIARAE&uact=5&oq=NCCN+acronym&gs_lp=Egxnd3Mtd2l6LXNlcnAiDE5DQ04gYWNyb255bTIFEAAYgAQyBhAAGBYYHjIGEAAYFhgeMggQABiABBiiBDIIEAAYgAQYogQyCBAAGIAEGKIEMggQABiABBiiBEiNG1DOA1i2GXADeAGQAQCYAbQCoAGCE6oBBTItOC4xuAEDyAEA-AEBmAIMoAK3E8ICChAAGLADGNYEGEfCAgQQIxgnwgILEAAYgAQYkQIYigXCAgoQABiABBhDGIoFwgILEC4YgAQYxwEYrwHCAgoQABiABBgUGIcCwgILEAAYgAQYhgMYigXCAgUQABjvBcICBxAAGIAEGA3CAggQABgIGA0YHpgDAIgGAZAGCJIHBzMuMC44LjGgB604sgcFMi04LjG4B6cTwgcFMC41LjfIByU&sclient=gws-wiz-serp&mstk=AUtExfDYX9KKm2ktlesj21EZTg4JvtYdPpNoZDj33cF3CXN-Y_15LQ0jJbSfdne6ENzJRV6WARc9OCySsufAdpGE4y_8UvSH8Rb2BWdVUsZEZkF7Ymxy5UB5d1eBa9PzDNNOjorqNUV3LszI6lhIwzOqmHZJqKQP30byvYzZ1LZDeU0WlDmnsNWDbCblx-j_I5j4qfLC0O8Yv1XBdKAN1iJw_03QCDLRr9MB5Hw9Y83vbt3OfxvejDX-DnfQMXKwD-8i-aCMXSw8UMIcYzSWZIm3yMQ8&csui=3
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• Malignant trophoblastic neoplasms of 
placenta 

• Rhabdomyosarcoma primary site 

• Ewing sarcoma of bone and articular 
cartilage of unspecified sites. 
 

2 The medicine is currently registered by South African Health Products 

Regulatory Authority (SAHPRA). 

 YES NO  

 X   

Registered with SAHPRA in 2022 

3 A documented rapid literature review identified no new safety 

concerns or new evidence of lack of efficacy. 

  

 YES NO  

 X   

See above:  Summary of Evidence 

4 The anticipated costs and usage are not likely to result in a substantial 

impact on the budget. 

 

YES NO 

X  

Comment: 

SEP:  R2611.46 (dactinomycin 0.5mg 

injection) – July 2025. 

SECTION B 

1 There is evidence prior to 2007* of safety and efficacy for the 

recognised indication (a systematic review/meta-analysis, or at least 

one critically appraised controlled trial.) Information after 2007 would 

need to be subject to standard review processes for a new inclusion. 

YES NO 

X  

See above:  Summary of Evidence 

OR 

2 It is included as part of standard of care in a critically appraised clinical 

practice guideline (CPGs) of adequate quality, for the particular 

indication. 

 

 YES NO  

 X   

See above: CPG recommendations  

AND 

3 It is currently use in practice for this indication.  

 

 YES NO  

 X   

Comment: Current standard of care 
 

 

Modified Evidence to Decision Framework 

 JUDGEMENT EVIDENCE & ADDITIONAL CONSIDERATIONS 

EV
ID

EN
C

E 
O

F 
 

B
EN

EF
IT

 

What is the size of the effect for beneficial 
outcomes? 
 

Large Moderate Small None 

X 
 

 
 

 
 

 
  

Survival Benefit. 
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 JUDGEMENT EVIDENCE & ADDITIONAL CONSIDERATIONS 

EV
ID

EN
C

E 
O

F 

H
A

R
M

S 

What is the size of the effect for harmful 
outcomes? 
 

Large Moderate Small None 

 
 

 
 

X 
 

 
 

 
 

 

Q
U

A
LI

TY
 O

F 

EV
ID

EN
C

E 
 

What is the certainty/quality of evidence?  
 

High Moderate Low Very low 

 
 

X 
 

 
 

 
 

 

High quality: confident in the evidence 
Moderate quality: mostly confident, but further research may 
change the effect 
Low quality: some confidence, further research likely to change 
the effect 
Very low quality: findings indicate uncertain effect 

 

B
EN

EF
IT

S 
&

 

H
A

R
M

S 

Do the desirable effects outweigh the undesirable 
harms? 

Favours 
intervention 

Favours 
control 

Intervention 
= Control or 
Uncertain 

X 
 

 
 

 
  

Survival benefit 

TH
ER

A
P

EU
TI

C
 

IN
TE

R
C

H
A

N
G

E Therapeutic alternatives available: 
Yes No 

 
 

X 
 

 
 
 

 

FE
A

SI
B

IL
IT

Y
 Is implementation of this recommendation 

feasible? 
 

Yes No Uncertain 

X 
 

 
 

 
  

 

R
ES

O
U

R
C

E 
U

SE
 

How large are the resource requirements? 
More 
intensive 

Less intensive Uncertain 

 
 

X 
 

 
  

Potentially less intensive, as if allocated as an EML agent, 
a national tender with combined volumes can be 
undertaken with potentially better pricing.  

V
A

LU
ES

, P
R

EF
ER

EN
C

ES
, 

A
C

C
EP

TA
B

IL
IT

Y
 

Is there important uncertainty or variability about 
how much people value the options? 
 

Minor Major Uncertain 

 
 

 
 

X 
 

 
Is the option acceptable to key stakeholders? 

Yes No Uncertain 

X 
 

 
 

 
  

 

EQ
U

IT
Y

 Would there be an impact on health inequity? 
 

Yes No Uncertain 

 
 

 
 

X 
  

 



Page 5 of 5 
 

 

 

 

 

 

 

RECOMMENDATION:  

Type of 
recommendation 

We recommend 
against the option and 

for the alternative 
(strong) 

We suggest not to 
use the option  
(conditional) 

We suggest using 
either the option or the 

alternative  
(conditional) 

We suggest 
using the option 
(conditional) 

We 
recommend 
the option 
(strong) 

    X 
Recommendation: It is recommended that dactinomycin be included on the Essential Medicine List for use in 
regimens to manage nephroblastoma. 
 
Rationale: Dactinomycin has historically been used as part of regimens for the management of Nephroblastoma 
since the 1960s and is part of regimens in established frontline treatment guidelines.  
 
Level of Evidence: Category 2A:  Based upon lower-level evidence, there is uniform NCCN consensus that the intervention 

is appropriate.4 

 
Review indicator: Change in evidence or safety/efficacy. 
NEMLC RECOMMENDATION: 
NEMLC ratified recommendation 27 November 2025. 

Monitoring and evaluation considerations: 
n/a 

Research priorities: n/a 
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