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Why Look Back? 

Reason usually given 
•  To not repeat mistakes of the past 

Better reasons 
•  Helps us understand human life and the 

“laboratory of human experience” 
•  Contributes to moral understanding 
•  Past solutions could inform present challenges 
•  Promotes sense of professional heritage 

and identity 
https://www.historians.org/about-aha-and-membership/aha-history-and-archives/archives/why-study-
history-(1998); http://www.aahn.org/position.html  Accessed May 21, 2016 

The past causes the present, 
and so the future. (Stearns, 1998) 

To look backward for awhile 
is to refresh the eye, to 
restore it, and to render it the 
more fit for its prime function 
of looking forward. (Barber, 1900). 

Why Look Back? (cont’d) 

Painting by Mary Cassatt  
http://marycassatt.com/works/largeJPGs/B322Lg.jpg 

And because our story should not be 
forgotten… 
 

All 3 oncology history books silent re 
our pediatric oncology nursing pioneers 

Learning Objectives 

By the completion of this session, the learner 
will be able to: 

•  Discuss why and how clinical trials became the 
dominant paradigm in childhood cancer  

•  Trace milestones in pediatric cancer clinical trials 
using ALL as our exemplar 

•  Explain the evolution of the nursing discipline in 
interprofessional cooperative group clinical trials 

•  Strategize about the future of nursing and nursing 
research in pediatric oncology clinical trials 
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Overall Survival Improvement among 
Patients <20 Years Old at Diagnosis 

Robison & Hudson, 2014  

Overall Cancer Mortality Trends for U.S. 
Children <20 Years Old at Diagnosis 

An estimated 47,871 childhood malignant 

deaths were averted from 1975 through 2010 

Smith et al., 2014 
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How did we get here? It started with ALL 

www.healthtap.com 

Astute observations, 
dedicated researchers, 
cooperative groups, and 
clinical trials as well as 
guinea pig serum, 
hypoglycemic cows, and 
periwinkle plant extracts—all 
contributed to the evolution 
of the term “cure” used with 
acute lymphoblastic 
leukemia (ALL), a disease 
that was invariably fatal until 
the 1960s. (Seibel, 2008) 

Leukemia: A Cataclysmic Disaster 
Leukemia was first described and named in the 
1800’s. The first case report of leukemia in twins 
appeared in 1882. (Greaves et al., 2003) 

An 1897 medical textbook said that “leukemia in 
childhood runs its course uninfluenced by 
treatment…A cataclysmic disaster of childhood 
that is fortunately rare.” (Holt, 1897) 

By the 1940’s, little had changed: “…acute 
leukemia of young children was always fatal, with 
death occurring within two months of 
diagnosis…” (Bernard,1990) 

Leukemia: 1940s State of The Science 
! Use of “exhaustive exchange transfusions” 

produced first [temporary] CR in a child at 
Hospital Herold in Paris, France. (Bernard, 1990) 

 
! “The only supports available were whole blood 

transfusions, sulfa drugs, and the newly 
developed antibiotic penicillin. Penicillin was so 
new and so scarce that it was kept under lock and 
key in the nursing office. Supportive care helped 
improve the quality of life, but most children still 
died very soon after diagnosis.” (Fergusson, in Ruccione & 
Fergusson, 2001)  
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1940s: Warfare Research Opens The 
Door to Chemotherapy  
 
! U.S. secret chemical warfare research on nitrogen 

mustard before and during WWII (Pechura & Rall, 1993) 

♦  Name comes from the pungent smell of chemical weapons 
preparations (but different forms have different odors) 

! Goodman and Gilman studied nitrogen mustards at Yale 
♦  Tested in a mouse lymphosarcoma model by Burchenal (O’Leary 

et al., 2009) and then in an adult patient with far-advanced 
lymphosarcoma – resulted in complete clinical response (Zubrod, 
1980; DeVita & Chu, 2008). 

 

1940s: Nutrition Research Leads to 
Aminopterin 

Leafy vegetables contained 
factors needed for health and 
bone marrow function: folic acid 

Tested folic acid in leukemia 
& concluded it got worse 
(later found this was not true) 

Tried anti-folates 
(antimetabolites), which were 
found to have anti-leukemia 
effects in children 

That led to aminopterin and 
ultimately to methotrexate 

(Zubrod, 1980; DeVita & Chu, 2008; Bing images) 

1940s: Chemotherapy Given to Children 

! Dr. Sidney Farber treated children dx’d with ALL with 
aminopterin –temporary remissions in 10/16 (Farber et al., 
1948). 

!  Initially viewed with skepticism [and derided as unethical], 
but was starting point for future of chemotherapy 
research in peds/adult patients (http://cancerprogress.net/node/2066; 
accessed May 26, 2016; Unguru, 2011). 

!  “Since the 1960s, the 
concept of a paradigm 
shift has also been used 
in numerous non-
scientific contexts to 
describe a profound 
change in a fundamental 
model or perception of 
events, even though Kuhn 
himself restricted the use 
of the term to the hard 
sciences.” (Wikipedia, https://
en.wikipedia.org/wiki/Paradigm_shift) 

! Use of chemotherapy for 
acute leukemia in children 
= paradigm shift 

Paradigm Shifts in Pediatric Oncology 

1940s: Nurses Had Key, But Unheralded 
Roles 

Sidney Farber, MD 

Jean Fergusson, EdD, RN, PNP/O 

1940s: First Record of A Pediatric 
Oncology Clinical Trials Nursing Role 

Served as 
patient 

advocate 
Coordinated 
clinic visits Wrote consults 

Prepared 
chemotherapy 

doses 
Carried out 
home visits 

Provided 
information to 
parents about 

the new agents 

Made daily 
inpatient 
rounds 

Collected data 
“The job provided me with a sense 

of excitement that far surpassed 

anything I had ever done before. I 

felt fulfilled as a professional 

nurse. I was needed, respected, 

and very much a member of the 

small team…” (Fergusson in Ruccione & 

Fergusson, 2001) 
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1950s: The Conspiracy of Silence 

“Nursing	goals	included	keeping	
the	child	clean,	comfortable,	and	
out	of	pain…	Protec:ng	the	child	
from	knowledge	of	the	diagnosis	
and	helping	families	by	suppor:ng	
their	denial	of	the	inevitable	
death	of	their	child	were	
essen:al.”		
(Fergusson,	in	Ruccione	&	Fergusson,	2001)	

“Great	care	is	taken	to	keep	the	
children	unaware	of	what	is	
wrong	with	them.	This	father	
must	avoid	betraying	his	
feelings	to	his	daughter,	who	is	
being	given	a	drink	by	Nurse	Lois	
Jenkins.”		(Spencer,	1951)	

1950s: “Rays of Hope Streaming Today” 

“But	the	rays	of	hope	
streaming	today	through	the	
children’s	cancer	wards…
spring	with	par:cular	
brilliance	from	a	group	of	new	
and	powerful	an:cancer	
chemicals	developed	in	the	
research	
laboratories.” (Spencer, 1951) 

Vintage copy of The Saturday Evening Post, gift from Thomas Coates, MD ~1986 

! Temporary remissions with ACTH and cortisone 
(Pearson, 1950). 

! Hitchings and Elion developed 6TG and 6MP. 
(Hitchings & Elion, 1954; Elion et al., 1954), which were shown to 
be effective (Burchenal et al.,1953) 

! Development of centralized drug screening 
program " NCI Developmental Therapeutics 
Program (DeVita & Chu, 2008) 

1950s: New Drug Development   1950s: Preclinical Screening 
! Molecules were tested in vitro and/or 

in vivo (Szymanska et al., 2011) 
♦  With insufficiently defined modes of action 
♦  Without prior delineation of molecular or 

cellular targets 

! Development of agar plate assay for 
antibiotic screening was applied to 
explants of human tumor tissue  
(Page, 1997) 
♦  Counted colonies of malignant cells  
♦  Documented correlations between in vitro 

and clinical results 
♦  Time-consuming, difficult to automate – 

not acceptable for large-scale screening 

 

https://www.mattek.com/ 
product-category/cultureware/ 

! L1210 murine leukemia 
model was among the first 
in vivo models used for 
drug screening at NIH  
♦  Homogeneous, rapidly growing 

tumor with a predictable life 
cycle 

♦  Most successful at identifying 
agents active against leukemia 
and lymphoma 

♦  But differences between L1210 
and human tumors made mice 
poor predictors for anticancer 
activity in other human 
malignancies, diminishing rate 
of success in treatment of solid 
tumors 

 

1950s: Preclinical Screening  (cont’d) 

https://speakingofresearch.com/ 
https://dtp.cancer.gov/timeline/flash/milestones/
M9_L1210.htm 

1950’s: Roots of Scientific Clinical Trials 

Criteria 
for 

patient 
selection 

Quantitative 
definition of 
response to 
treatment 

Randomization 
and other 

biostatistical 
methodology 

Scientific 
clinical 

trial 

Beginning in 1955, quantitative (scientific) methodology was 
applied to the clinical trial for the first time. (Frei, 1984) 
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1950s: Cooperative Groups Formed 
! NIH Cancer Chemotherapy National Service 

Center sponsored programs to organize 
institutions to cooperate to evaluate potential 
new anti-leukemic agents in children  
(O’Leary et al., 2008) 

CCG began as a single disease, single modality, single protocol research group 

Bing images 

Pediatric Oncology Cooperative Group  
Family Tree	

Acute	Leukemia	
Chemotherapy	
Coopera2ve	

Group	A	(1955)	

Children’s	Cancer	
Study	Group	A	

(1965)	
CCSG	(1974)	

Children’s	
Cancer	
Group	
(1992)	

Acute	Leukemia	
Chemotherapy	
Coopera2ve	

Group	B	CALGB	
(1956)	

Southwest	
Oncology	Group*	
SWOG	(1958)	
*originally	
pediatric	

Pediatric	Oncology		
Group			

POG	(1980)	

Na2onal	Wilms	
Tumor	Study	Group	

NWTS	(1969)	

Intergroup		
Rhabdomyosarcom

a	
Study	Group	IRSG	

(1972)	
Children’
s	
Oncology	
Group	

26	

First	study	publicaMon	by	
Acute	Leukemia	
Chemotherapy	CooperaMve	
Study	Group	A	
Proc	Cong	Int	Soc	Hematol	1958;	7:322-331	

11	ins2tu2ons	

“The	clinical	chemotherapists	are,	
we	believe,	on	the	verge	of	great	
advances	in	the	treatment	of	acute	
leukemia.”		

27	

1960s: Further Anti-leukemia Drug 
Development and Clinical Trials 
! New drugs:  
♦  L-asparaginase (1961)  

•  discovered when guinea pig serum 
inhibited experimental lymphomas 
by degrading essential amino acid 
asparagine (Seibel, 2008) 

♦  Vincristine (1962)  
•  extract from periwinkle plant 

originally studied as possible 
treatment for hypoglycemic cows 
(Seibel, 2008) 

♦  And others… 

Bing images 

1960s: Model for Combination ChemoRx 

! Freirich and Frei (NCI) tried using combinations of 
chemo drugs – major breakthrough 
♦  “I put it in the same class as the discovery of insulin or the 

use of anesthetics” (Diesseroth, as quoted in McCann, 1988) 

!  “Cell kill” hypothesis (Skipper, 1964) 

♦  Chemotherapy kills a constant fraction of cells, not a 
constant number  

♦  Success depends on how many cells are present at the 
beginning of each treatment 

♦  Repeated treatments should ↓ cell numbers enabling immune 
system to kill remaining cells 

♦  Drugs with different mechanisms of action could  
be synergistic 

1960s: Chemo + Supportive Care 

! Clinical trials of combination 
chemotherapy 
♦  NCI group study of 4-drug 

combination (VAMP*): improved 
survival compared to sequential 
treatment (Freireich et al., 1964) 
•  Published as an abstract only! (AACR) 

♦  St. Jude/Acute Leukemia Group B 
study of combination chemo: longer 
remissions and increased survival 
(Acute Leukemia Group B, 1965) 

♦  ↑ transfusions and combinations of 
antibiotics as supportive care during 
combination chemotherapy  
(DeVita, 2008) *VAMP = vincristine,  

amethopterin, 6-MP, 
prednisone  

HPH student nurse (Mary Morgan) 
 at CHLA 1965 
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1960s: Prevention of CNS Relapse 

!  CNS hypothesis: CNS could be a 
leukemia “sanctuary” where leukemia 
cells could evade systemic chemotherapy 
(Aur et al., 1971) 

!  Presymptomatic (aka prophylactic or 
preventive) CNS therapy used CSRT or 
CRT, and intrathecal MTX to destroy these 
cells (Pinkel, 1971) 
♦  Series of RCTs +/- CSI 24Gy (called “rads” 

then), CRL 24Gy vs. IT-MTX vs. CSRT 24Gy 
established CRT + IT-MTX for CNS therapy 
(Simone, 1981) 

♦  St. Jude “total therapy” protocols pioneered 
by  Donald Pinkel, who worked with Sidney 
Farber (Sides, 2016) 

Bing images 

1965: Pediatric Nursing Care - Oncology 
 
!  Gentle handling, oral hygiene with 

“utmost care” 
!  Susceptible to infection – prevent from 

becoming chilled 
!  Offer small amounts of fluid frequently to 

prevent nausea 
!  Chart I & O 
!  Watch for bleeding – report site/amount 
!  The mother should be with child as much 

as possible 
!  Parents need emotional support from 

physicians and nurses who they know 
have cared for such children before 

!  With treatment, acute leukemia may be 
changed to chronic form – no cure is 
known, however, and disease is 
eventually fatal 

Parents are asked not to discuss their child’s condition with other parents. -CHLA outpatient clinic waiting room 
(Marlow, 1965, photo p. 37) 

1970s: The First Cancer “Moonshot” 

President Richard Nixon signing 
The National Cancer Act of 1971 

www.nasa.gov and http://www.cancer.gov/   

Neil Armstrong on the lunar 
Surface, Apollo 11, 1969 

“…if this great country of ours can put a man on the 
moon, why can't we find a cure for cancer?"  
                             -Ann Landers, newspaper columnist (as quoted in Crewdson, 2000) 

U.S. National Cancer Acts 
 

1937 

•  1st time Congress designated funds for 
a non-infectious disease 

•  Established the National Cancer 
Institute (NCI) 

1971 

•  Established 15 comprehensive  
cancer centers 

•  Funded 3-year prototype Cancer 
Control programs 

! Overarching question: 
where are individuals with 
cancer best managed? 

! Finding the answer 
♦  3-year grants from NCI Division of 

Cancer Control and Rehabilitation, 
starting 1973 (Karon, internal memo 
September 27, 1971). 

♦  Focus on ALL treated by one arm 
of major leukemia study without 
randomization 

♦  Involved institutions who treated 
children with ALL, but weren’t 
members in a cooperative clinical 
trials group 

♦  Later extended 2 more years and 
expanded to solid tumors  

1970s: NCI Cancer Control Program 1970s: CHLA CCP Outcomes 

CHLA in the 1970s 

!  Multidisciplinary team: 
oncologists, RN, clinical 
pharmacist, statistician 

!  Established network of 
participating hospitals 

!  RN collected data on site 
!  Compared data to outcomes of 

patients entered on cooperative 
group clinical trials 
♦  No significant differences – key  

issue was following a protocol 
(similar to results reported by Green 
et al., 1977; McCarthy, 1975; 
Meadows et al., 1983) 

♦  Led participating hospitals to 
become CCG affiliates (CCG 
Cancer Control Program), then 
CCG member institutions 

♦  Led to SCAPHON formation 

Myron Karon, MD 
1932-1974 

Gussie R. Higgins, MD 
1930-1980 
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1970s: CHLA CCP Protocol Schemas 

Original (1973): CRT + IT MTX 
vs. IT MTX 

Amended (1975): CRT + IT MTX 

Gussie Higgins and 
Kathy Ruccione in 1976 

Higgins et al., 1975; Higgins et al., 1978; 
Ruccione & Higgins, 1979 

1st computerization 
of study data 

1970s: CCSG ALL Front-line Studies 

http://www.datarecoverygroup.com/articles/ 
data-storage-history-and-future 

!  Remission induction 
(successful in ~90%) 

!  Prophylactic CNS treatment 
!  Maintenance therapy 
!  With this therapy, ~50% can be 

expected to live 5 years or 
more (Ablin & Wong in Waechter &  
Blake, 1976) 

1970s: Typical Treatment Plan for ALL 

Broze, 2010, p. 271 

CHLA Division of Hematology-Oncology, circa 1973 

Nurse on the phone, nurse writing, circa 
1970. Note the addressograph on the left. 

Case Study: Child with ALL in 1974 
!  Rachel is a 4 year-old girl who lives with her parents and older brother. 

Her developmental milestones have been typical and she has no history 
of serious illness. 

!  Presentation: a history of bruising and pallor over the past 2 weeks, and 
fever of several days’ duration. Her mother brought her to the 
pediatrician who noted a WBC of 10,000 and platelets 62,000. She was 
admitted to the nearest children’s hospital for diagnostic work-up. 

!  Diagnosis: She was diagnosed with acute lymphocytic leukemia on the 
basis of bone marrow aspiration positive for leukemic blasts. She was 
noted to have splenomegaly and hepatomegaly (enlarged below the 
umbilicus), but no CNS involvement. She was entered on a local 
protocol based on a regimen adapted from CCG-101. 

!  Treatment plan:  
♦  Induction: PRED and VCR x 4-6 wks; IT MTX biw x 3 wks; CRT 2400 rads (cGy) 
♦  Maintenance: MTX weekly, 6MP daily, PDN and VCR q 4 wks 
♦  Duration of therapy – to be decided 

Case study: Child with ALL in 1974 

It is 1974. You are this child’s 
beside nurse. From a 2016 
perspective, what key 
differences or challenges 
would you be facing 
compared to today? 
List as many examples as 
you can. 

–  No IRB – no study-specific 
consent forms 

–  Relatively high dose CRT 
–  IV pumps primitive or non-

existent and fewer disposable 
items 

–  Intrusive procedures rarely 
performed under anesthesia 

–  No CVLs 
–  Outpatient chemo prepared 

(with/without) LAF hood by 
nurses (no PPE) 

–  No powerful antiemetics 
–  Few designated hem-onc 

inpatient nursing units 
–  Few psychosocial support 

programs for patients and 
families 

–  No HIPAA 
–  No EMR  
–  No genetic/genomic testing 

 

–  No computer/fax/cell phones/
wifi/sophisticated statistical 
software 

–  Long-term follow-up 
programs rare/nonexistent 

–  Nursing resources very 
limited (APHON, ONS, 
cooperative group nursing 
committees just beginning or 
not yet formed); obviously no 
CPHON certification 

–  Blood product risks (HIV, 
Hepatitis C) 

–  No risk stratification-based 
regimen assignment 

–  High acuity patients " PICU 
–  No CT/MRI (although unlikely 

to be used for this patient) 

Case study: Child with ALL in 1974 (cont’d) 

42	
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1970’s: Birth of Pediatric Oncology Nursing 
! ONS – 1975 
! APHON – 1976 

(Foley & Fergusson, 2011) 

! Both JOPON and 
Oncology 
Nursing Forum 
began as 
newsletters 

Ruccione, 1977 

We are also seeing the need 
for a new definition of the 
nursing specialist in cancer, 
a role that nurses 
themselves must define. 

1970s: Drug Testing and Phase I Trials 
! 5-aza toxicity testing in 

beagle dogs 
♦  “The dog concealed any 

enthusiasm for the 
occasion. She was shy, 
seemingly penitent, her 
long, soft ears dusting the 
floor as she hugged the 
wall and crept 
forward.” (McClean, 2016)  Karon et al., 1973 

Peter Jones, PhD Bo, my 5-aza beagle 

! > 40 years later, 5-aza 
re-emerged as 
epigenetic therapy 
♦  Field of epigenetics has 

exploded in the last 20 
years and epigenetic 
therapy has been driven 
by use of 5-aza (Jones, 2014) 

! BCG scarification 
♦  Bacillus Calmette-Guerin 

vaccine (against TB) 

! Children with ALL in 
remission after PRED + 
VCR and consolidation 
with IV MTX randomized 
to: 
♦  No further therapy 
♦  BCG 
♦  Chemo with biweekly MTX 

and monthly PRED + VCR 

! BCG shown to be 
ineffective 

1970s: Early Immunotherapy 

Heyn et al., 1975; Terry, 1975 – image p. 200 

1970s: Early Awareness of Long-Term Effects 

“…we have reached a time 
when…we are ‘jumping for 
joy’ but the long-term 
effects of therapy…can no 
longer be easily 
dismissed.” 

Karon, 1973 

1970s: Pioneering Cancer Genetics 
!  Two-hit hypothesis –  

theory proposed by Dr. 
Knudson in 1971 to explain 
retinoblastoma etiology 

!  Later confirmed in a series of 
studies that found a deletion in 
a specific chromosomal region 
♦  Deletion of RB1 gene predisposes 

the cell to tumor development 

!  When RB1 gene was cloned, it 
was shown to be a tumor 
suppressor gene 

!  Theory has since been 
expanded (and also 
questioned - evolving) 

http://www.slideshare.net/ 

! Growing concern about 
unethical research,  such as: 
♦  Willowbrook study of hepatitis 

transmission among 
developmentally disabled children 

♦  Tuskegee Syphilis Study, which 
continued until 1972 (Jones, 1981; 
Marriott 1997) – coordinated by a nurse 

! National Research Act of 1974 
! Belmont Report of 1974 
! Formation of hospital IRBs 
♦  Study-specific ICFs 
♦  Annual reporting 
♦  Regulations and required training 

1970s: Human Subjects Protection 

Google images 
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!  Landmark publications (focused 
on care of the dying child) 
♦  Myron Karon (Karon & Vernick, 1968) 

♦  Eugenia Waechter (Waechter, 1971) 

♦  John Spinetta (Spinetta et al.,1974) 

♦  Ida Martinson (Martinson, 1976) 

!  Comprehensive psychosocial 
programs for children with 
cancer and their families (Kellerman 
1980) 

♦  At CHLA, built from NCI-
funded project on effects of 
isolation in laminar flow rooms 
(Kellerman et al.,1976) 

♦  Supported families 
participating in clinical trials 
and brought attention to 
outcomes other than  
disease response 

1970s: Psychosocial Support Milestones 

Jon Kellerman, PhD, CHLA ~1978 

Kellerman: From Textbook to Mystery Fiction 

Jorge Ortega, MD 

Stuart E. Siegel, MD 
50	

! Tailoring therapy to prognosis 
(Simon, 1984; Hammond, 1986; Sather, 1986) 

♦  Importance of defining prognostic 
factors (risk groups) in clinical trials 

! Lessons from step-wise series 
of ALL studies (Gaynon et al., 2000) 

♦  Initial response to therapy is 
important outcome predictor 

♦  Post-induction intensification 
benefits higher risk/standard  
risk patients 

♦  Improved systemic therapy allows 
elimination of CRT for most 

♦  Dexamethasone instead of 
prednisone improves outcome for 
standard risk 

♦  Routine bone marrows during 
maintenance not necessary 

1980s: What ALL Clinical Trials Taught Us 

http://www.thewaytotheway.com/wp-content/uploads/ 
2009/08/Child-Climbing-Stairs.jpg 

1980s-1990s: State of the Science 

Perin & Frase, 1985; McGuire & Moore, 1990;  
http://www.cancerprogress.net/timeline/major-milestones-against-cancer 

! Diagnostic radiology & 
imaging 
♦  Availability of CT, MRI,  

FDG-PET leads to improved 
dx and staging 

! Pediatric anesthesia & 
surgery 
♦  Surgical guidelines for 

cooperative group protocols 
♦  Clinical trials of anesthesia 

for intrusive procedures 
! Psychosocial services 
♦  School reintegration 
♦  Patient/family education  
♦  Peer support, and more… 

! Radiation oncology 
♦  Improved equipment and more 

precise tissue-sparing techniques 
♦  Elimination of CRT for good 

prognosis CNS tumors and ALL 
♦  3-D radiation treatment plans 

Gail Perin with anesthesia  
patient at UCSF, ~1984 

1980s-1990s: State of the Science (cont’d) 

! Treatment  
♦  ↑ knowledge of route, timing, duration 

of chemotherapeutic agents 
♦  ↑ utilization of stem cell transplant 

! Supportive care 
♦  Increased availability of central 

venous access devices (e.g., Broviac, 
Hickman) 

♦  Safer blood products (e.g., screening 
for CMV) 

♦  Enteral and parenteral nutritional 
support  

♦  Growth factors (G-CSF/GM-CSF) 
♦  Powerful anti-nausea drugs (e.g., 

ondansetron, granisetron), 
antibiotics, antifungals 

 

Dr. Robert Hickman at APHON’s 
20th anniversary, 1996 

Perin & Frase, 1985; McGuire & Moore, 1990;  
http://www.cancerprogress.net/timeline/major-milestones-against-cancer 

1980s- 1990s: Nursing Committees 

N
ur

si
ng

 
R

es
ea

rc
h 

CCG POG 
•  Appointed in 1979 
•  Chairs Gail Perin 

(1979-1992), Fran Wiley 
(1993-1996), Kathy 
Ruccione (1997-2000) 

•  Primary purpose:  
     Clinical trials education 
     and facilitation 
•  Evolved to have active 

role in study 
committees, strategy 
groups, Voting  Body 

 

•  Began in 1981 (Geri VanWezel, 
Pat Klopovich, Debra Gaddy, 
Ann Pumphrey) 

•  Re-org 1989 with protocol 
development/review, 
education, and research goals 

•  Became full committee in 
1995 –  led by Kathy Kelly 

•  ↑ emphasis on research (Ki 
Moore, Pam Hinds) 

 
Both committees achieved numerous accomplishments: workshops, professional 
and patient/family/public multimedia educational materials, site visit participation, 
and other significant contributions to cooperative group research in protocol 
design, implementation, analysis and publication. They also shared many 
challenges in conducting nurse-investigator initiated research (Ruccione & Kelly, 
2000; Ruccione et al., 2005) 
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!  Time required to assess for 
late effects (Fergusson et al., 1987) 

!  Factors affecting parents’ 
decision making in informed 
consent (Ruccione et al., 1991) 

!  Parents’ responses to an 
epidemiology study (Ruccione et 
al., 1994) 

!  Instrument validation: Clinical 
Investigation Randomization 
Scale (Moore et al., 1989) 

!  Development of predictor 
model for randomization 
acceptance/refusal (Wiley et al., 
1999) 

!  Stressors and coping 
strategies of parents at long 
distances from treatment 
center (Aitken & Hathaway, 1993) 

!  Instrument validation: The 
Care of My Child with Cancer 
(Keegan-Wells et al., 1998) 

!  Delphi survey of nursing 
research priorities (Fochtman & 
Hinds, 2000) 

!  Parents’ perceptions of 
caregiver demands (James et al., 
2002) 

1980s-1990s: Nursing Research in Pediatric 
Cancer Cooperative Groups 

C
C
G 

P
O
G 

Nursing Research Consultants 
Pam Hinds & Ki Moore 

!  Ruccione organized meeting at Fall 1992 APON 
Conference to discuss producing a pediatric 
clinical trials video 
♦  Plan was to develop a study that would utilize  

the video as part of an educational intervention 
♦  Attendees:  

•  Tricia Benson, APON President  
•  Katherine Crosson, Patient Education Section of NCI  

Office of Cancer Communications  
•  Kathy Kelly, POG Nursing Chair 
•  Gail Perin, outgoing CCG Nursing Chair  
•  Kathy Ruccione, CCG Research Chair 
•  Yvonne Soghomonian, Candlelighters 
•  Fran Wiley, incoming CCG Nursing Chair 
•  Linda Wofford, APON Education Chair  

!  Ultimately, we were not able to secure funding 
for the project, but this meeting paved the way 
for intergroup nursing collaboration 

1990s: Origins of CCG-POG Nursing 
Collaboration 

Fall 1998:  Intergroup meetings held at POG and CCG meetings. Planning for pediatric 
cooperative group merger begins 

Spring 1998:  Intergroup nursing meetings held at the CCG and POG meetings 

Fall 1997:  Intergroup nursing meetings held at the CCG and POG meetings 

Spring 1997:  First intergroup nursing meetings are held at the CCG and POG meetings 

Fall 1995: CCG & POG nurse leaders meet at APON and decide to defer collaborative 
study until CCG study of parents’ perceptions of randomization is completed 

Fall 1994:  CCG nursing reps (Fran Wiley & Kathy Ruccione) attend POG meeting to 
discuss potential clinical trials research project 

Spring 1993: POG Nursing Committee invites Kathy Ruccione to discuss CCG nursing 
research activities 

1990s: Nursing Intergroup Collaboration 

Hinds et al., 1997; Ruccione et al., 2005 

! Backdrop 
♦  Armitage Report 
♦  NCI Clinical Trials Implementation 

Committee 1997-1998 
! Potential advantages 

(selected) 
♦  ↑ efficiencies, accelerate progress, 
↓intergroup complexities (small n 
risk-adjusted Rx groups)  

♦  ↑ capacity & resources 
♦  Establish childhood cancer 

registry 
♦  Facilitate long-term surveillance 
♦  Being part of networked rapid 

learning system 
   

! Potential disadvantages 
♦  ↓ competition/creativity 
♦  ↓ rigor of peer review   

The New Millennium: A Single 
Pediatric Cancer Cooperative Group 

Bleyer, 1997,1999; Murphy, 1998, 2009, 2010; 
Reaman, 2004, 2012  

2000s: Signing 4-Group Merger MOU* 

Four group chairs (L to R: Sharon Murphy, Bill Crist, 
Archie Bleyer, Dan Green) sign the MOU to form “The 
New Group” after transition team’s vote to approve 

Photo by Brad Pollock, 10-23-1999; 
MOU = Memorandum of Understanding 

My ballot 
envelope 

!  Unifying culturally, 
organizationally distinct, 
procedurally and operationally 
disparate clinical trial networks 

!  Consolidation of administrative 
functions, coordination of data 
management and statistics 
functions 

2000s: Challenges for “The New Group” 
!  Maintaining active legacy 

study conduct 
!  Merging the science 
!  Merging the money 
!  Finding a name 

Murphy, 2009; Reaman, 2012 
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61 

www.COG.org = Covenant of the Goddess 

CCG POG 
Kathy Ruccione-Co-Chair 
Gaye Dadd 
Joetta DeSwarte-Wallace 
Sharon Frierdich 
Peggy Kulm 
Patsy McGuire-Cullen 
Tania Shiminski-Maher 
Linda Wells 
Fran Wiley 

Kathy Kelly-Co-Chair 
Norma Auger 
Dana Bond 
Dianne Fochtman 
Kathy Forte 
Barbara Frothingham 
Pam Hinds 
Kelly James 
Lona Roll 

2000s: Nursing Transition Team 

Committee Nursing Members 

Transition Team Kathy Kelly (POG) 
Kathy Ruccione (CCG) 

Transition Monitoring Team Pam Hinds (POG) 

Governance, Constitution & 
Bylaws 

Kathy Forte (POG) 
Fran Wiley (CCG) 

Institutional & Individual 
Membership 

Diane Keegan-Wells (POG) 
Patsy McGuire-Cullen (CCG) 

Clinical Trials Support Unit Peggy Kulm (CCG) 
Tina Rasco (POG) 

Institutional Performance & 
Quality Assurance 

Gaye Dadd (CCG) 
Sue Shaw (POG) 

Informatics/Information 
Systems 

Michael Comeau (POG) 
Deb Shade (CCG) 

Cancer Control Pam Hinds (POG) 
Kathy Ruccione (CCG) 

Bone Marrow Transplant Karina Danner-Koptik (POG) 

2000s: Nursing Members Appointed to  
Integration Committees 

!  We were proactive! 
!  Drafted nursing mission, values 
!  Designed governance structure 
!  Named nursing appointees to 

committees in letter to group 
chairs 

!  Planned 1st State of the  
Science Summit 

!  Developed collaborative 
agreement with APHON 

!  Effectively defended our place 
at the table 

!  Humor helped 
 

!  We benefited from strong 
support from Group Chairs 
(Bleyer, Murphy) and 
Executive Administrators 
(Khayat, Land) 

2000s: Nursing Strategies for Successful 
Transition to the “New Group” 

Ruccione & Kelly, Nursing Integration Report, March 1999 

!  Vision: To protect, 
maintain, and improve 
the quality of life of 
young people during 
and after treatment  
for cancer  

! Mission: To set the 
standard of 
excellence for the 
care of children and 
adolescents with 
cancer treated on 
COG clinical trials, 
and to transform 
pediatric oncology 
nursing practice by 
developing and 
conducting research 
within the COG  

COG Nursing Vision and Mission 

Bing images 

COG Nursing Discipline Core Values 
!  The right of all individuals (children, adolescents, families, and survivors) to the 

best possible care during and after COG clinical trials participation 

!  Collaboration across disciplines and with others involved in pediatric oncology 
clinical trials 

!  Evidence based nursing practice 

!  Innovative thinking with openness to new ideas and opportunities 

!  Ethical integrity in all aspects of the pediatric oncology clinical trials enterprise 

!  Respect for family, cultural, ethnic and racial diversity 

!  Stewardship for the nursing discipline and accountability to the pediatric 
oncology nursing specialty in COG 

!  Education and information dissemination relative to clinical trials 

!  The value of registered nurses in all settings who contribute to the care of 
children and adolescents on clinical trials 

!  Respect for the past history of pediatric oncology clinical trials nursing, with a 
focus on the future 

!  Leadership that respects the wisdom of all nurses in COG 
COG Nursing Discipline internal document, 1999; 
https://members.childrensoncologygroup.org/Disc/nursing/default.asp 
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! Cooperative group 
clinical trials cannot be 
performed without 
nursing involvement at 
all levels 

! Nursing involvement 
entails appointment to 
study committees from 
the concept stage 
through publication 

! Nursing participation 
requires group/
institutional financial 
support 

! Nursing research requires 
specialized statistical 
expertise 

! Nursing leadership has a 
strong commitment to 
mentoring next generation of 
nursing leaders 

! To effectively accomplish its 
workscope, the nursing 
discipline should be 
accountable for appointing 
its leaders 

2000s: Our Cooperative Group Clinical 
Trials Nursing “Manifesto” 

Ruccione & Kelly, Nursing Integration Report, March 1999 

Sharon Murphy, MD 
POG Chair 

It's hard to come up with just a sentence 
or two to encapsulate the contribution of 
nurses to the clinical trials enterprise, as 
your impact is felt at both the 
institutional level and the group level in 
so many ways…Tremendous progress 
has been achieved in the treatment of 
children with cancer by the pediatric 
clinical trials groups in the last 40 years 
through multidisciplinary team work, 
and nurses have been the heart and soul 
of that collaboration, both at the 
institutional level and the group level. 
(via email 06-22-16)	

 A Chair’s View of Clinical Trials Nursing 

68	

 A Chair’s View of Clinical Trials Nursing 

I know of no other cancer discipline that 
depends on nursing care more than 
pediatric oncology.  Kids treated for 
malignant disease are some of the most 
ill and medically-challenged patients in 
existence. Their treatment regimens are 
among the most complicated therapies, 
having been developed over 60 years of 
research and hundreds of clinical trials. 
This "miracle" of progress would simply 
not have occurred without the pediatric 
oncology nursing discipline. It's hard to 
imagine where pediatric cancer treatment 
optimism would be today without the 
nurses who brought it to fruition.   
(via email 06-26-16) 
	

Archie Bleyer, MD 
CCG Chair 

69	

! At the table in cooperative 
group governance 
♦  Involvement of nurses at  

every level  

! Sample milestones 
♦  Growth in nursing membership 

to >2500 
♦  Participated in peer reviewed 

grant proposals/site visits, 
achieving best possible ratings  

♦  Published >50 articles about our 
work in professional journals 

2000s: COG Nursing Productivity      1 
! Key role in delivery of 

protocol-based treatment 
! Clinical initiatives 
♦  Nursing “voice” in  

protocol committees 
♦  Development of clinical 

resource guides 
•  Pediatric Oncology 

Palliative Care Resource 
(Ethier et al., 2010) 

•  Long-term Follow-up 
Program Resource Guide 
(Landier, 2007) 

•  COG Long-term Follow-up 
Guidelines, in collaboration 
with Outcomes-Survivorship 
Committee (Landier 2004) 

 
Hinds et al., 1997; Ruccione et al., 2005; 
Landier et al., 2012; Kelly et al., 2014 

  2000s: COG Nursing Productivity        2 
! Education initiatives 
♦  Development/evaluation  

of patient/family 
educational materials 
•  Public website content 
•  COG Family Handbook in 

multiple formats 
•  Family Protocol Summaries 
•  Return of Results Lay 

Summaries 
♦  Development of evidence-

based clinical summaries 
♦  Development/dissemination 

of instructional programs 
for nurses 
•  Workshops, seminars, 

plenary sessions,  
•  COG track at APHON 

Hinds et al., 1997; Ruccione et al., 2005; 
Landier et al., 2012; Kelly et al., 2014 

! Deployment of nursing 
research scholar dyad model 
♦  Nurse scientists paired with  

APNs " expanded cohort of  
nurse scholars 

! First SOS Summits in peds 
oncology nursing research in 
2000, 2004 
♦  Guided priority areas for research 
♦  Shared with other disciplines and 

cooperative groups 
♦  Proceedings published in 

Seminars in Oncology Nursing 
special issues 

  2000s: COG Nursing Productivity        3 
! Nurse-initiated research 

studies completed 
♦  Resilience and QOL in AYA 

undergoing SCT (Robb et 
al., 2014) 

♦  Functional status and QOL 
in children with 
medulloblastoma (Cullen & 
Moore, 2012) 

♦  Parental caregiving 
demands inpatient vs. 
outpatient methotrexate 
infusions (Kelly et al., 2014) 

Hinds et al., 1997; Ruccione et al., 2005; 
Landier et al., 2012; Kelly et al., 2014 



C235	COG	Track-	40	Years	of	Pediatric	
Cancer	Clinical	Trials	Nursing	 13	

! Patient-Reported 
Outcome (PRO) 
Resource Center 
♦  Collaboration with Cancer 

Control Committee 
♦  Leadership in evaluating 

outcomes other than event-
free and overall survival 

! Adoption of Resilience-
Focused organizing 
Framework for COG 
Nursing Research 
♦  Resilience in Individuals 

and Families Affected  
by Cancer  

! Nursing research 
traineeship program 

2000s: COG Nursing Productivity       4 

Hinds et al., 1997; Ruccione et al., 2005; Ruccione 
et al., 2011; Landier et al., 2012; Kelly et al., 2014 

Based on Resilience in Illness Model 
Joan Haase, PhD, RN, FAAN 

2000s: COG Nursing Productivity        5 

! Design of Blueprint for Research 
♦  Understanding effective delivery of patient/family education 

•  SOS in patient/family education convened in 2015 to guide next steps 
•  Manuscripts being published in JOPON in 2016 

♦  Reducing illness-related distress 
•  Current ANUR1131study (closed to accrual 05-31-16) 

!  Norma Auger 
!  Joy Bartholomew 
!  Patti Byron 
!  Patsy Cullen 
!  Kathy Forte 
!  Jeanne Harvey 
!  Maureen Haugen 
!  Pam Hinds 
!  Marilyn Hockenberry 
!  Casey Hooke 
!  Kathy Kelly 
!  Carol Kotsubo 
!  Peggy Kulm 

2000-2016 COG Nursing Steering 
Committee Members 

!  Wendy Landier (chair 2010-
present) 

!  Marcia Leonard 
!  Lona Roll 
!  Cheryl Rodgers 
!  Kathy Ruccione (chair 

2000-2010) 
!  Micah Skeens 
!  Karen Stormer 
!  Jeneane Sullivan 
!  Katy Tomlinson Murphy 
!  Joetta Wallace 
!  Jennifer Wofford 
!  Susan Zupanec 

Greg Reaman, MD 
COG Chair  
2000-2010 

It is a well-established fact that the marked 
reduction in the death rate for children 
with cancer represents one of the most 
significant achievements in modern 
medicine… What is unfortunately less 
appreciated is the pivotal role that  the 
discipline of nursing has played originally 
in supporting this research collaboration, 
tirelessly working on the front lines 
providing care and enabling discovery and 
clinical translation. More recently, the role 
of pediatric oncology nursing has 
rightfully expanded to include designing 
studies and driving team science...I will 
always be grateful to my nursing 
colleagues for what they taught me and for 
the inspiration they provided.  
(via email 06-19-16) 

 A Chair’s View of Clinical Trials Nursing 

Nurses have been central to the 
advances we have made, not only in 
consistently delivering protocol 
driven therapies to our patients, but 
in helping translate scientific 
advances into child and family 
centric approaches to clinical 
research. The Nursing Discipline for 
the Children’s Oncology Group 
continues to help lead the way, and 
will be at the forefront of emerging 
approaches achieved through 
precision medicine initiatives in 
ensuring that all children benefit 
from today’s discoveries.  
(via email 07-05-16) 

Peter Adamson, MD 
COG Chair  

2010 - present 

 A Chair’s View of Clinical Trials Nursing 

! The Human Genome Project 
!  “Omics” knowledge explosion 

applied to understanding of 
cancer biology 

! Shift to precision medicine aka 
targeted therapy or 
personalized medicine 

! Cancer as a disease of the 
human metaorganism -
importance of the microbiome 

! Coming: a shift to  
personalized health?  

! Cancer “moonshot” 

2000s: Unprecedented Paradigm Shifts 
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(Second) National Cancer Moonshot Initiative 

!  Network for direct patient engagement 
!  Cancer immunotherapy clinical trials network 
!  Therapeutic target identification to overcome drug resistance 
!  A national cancer data ecosystem for sharing and analysis 
!  Fusion oncoproteins in pediatric cancer 
!  Symptom management research 
!  Prevention and early detection: implementation of evidence-

based approaches 
!  Retrospective analysis of biospecimens from patients treated 

with standard of care 
! Generation of human tumor atlases 
!  Development of new enabling cancer technologies 

http://www.cancer.gov/research/key-initiatives/moonshot-cancer-initiative/blue-ribbon-panel 

Pediatric oncology became the subspecialty 
in which research defines standard of care 

Treatment methods  
" ALL 1st curable 
childhood cancer - 
Methods applied to other 
childhood cancers  
(e.g., Wilms tumor) 

Recognition that 
childhood cancer is  
rare necessitated 
creation of large scale 
cooperative groups 

Combination of motivated 
clinician-investigators and 
parents willing to pursue 
any avenue to prolong 
their children’s lives 
allowed for advances 

Early permissive research 
oversight paved the way 
for proven and more 
effective future therapies 

Ungaru, 2011 

! Outlook improved from 
being universally fatal to 
>85% curable 

! Largely attributable to 
clinical trials 
♦  >160 regimens have been 

evaluated in phase 3 trials by 
CCG and POG 

♦  Multiple regimens also tested  
in Europe 

♦  COG has conducted 10 RCTs in 
newly dx’d patients 

♦  In contrast, only 10 RCTs have 
been conducted over the years 
in adult patients with the same 
type of leukemia 

The Leukemia Success Story 

Bleyer, via email 06-26-16 Slide courtesy of Archie Bleyer, 06-26-16 

Slide courtesy of Archie Bleyer, 06-26-16 

“We are nowhere 
close to solving 
the problem of 

childhood  
cancer”? 

But, would you agree with pediatric 
oncologist and childhood cancer 
survior, Dr. Gregory Aune, that… 

Aune, 2016 
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! Childhood cancer 
remains #1 cause of 
death by disease in high 
income countries 
♦  Cure rates in low- and 

middle-income countries 
significantly lacking 

! 1 in 5 children dx’d with 
cancer today will not 
survive 

! We need to reduce the 
burden of morbidity 
among those who do 
survive (Phillips et al., 2015) 

! We need new treatment 
approaches for 
malignancies that still 
have poor prognosis - 
only 3 new peds 
oncology drugs 
approved in past 30 
years (Aune, 2016) 

! We need improved 
access to care and 
clinical trials by 
underrepresented and 
vulnerable populations 
(Nooka et al., 2016) 

Some Challenges for the Next 40 Years  
1 

! We need continued 
vigilance about ethical 
issues in pediatric 
cancer clinical trials (Dupont 
et al., 2016) 

! We need to work with 
new clinical trial designs 
(e.g., N=1/quantified self) 
that take individual 
genetic and genomic 
variants into account 
♦  “dense, dynamic data 

clouds” (Hood, 2016) 

♦  Use of big data, clouds, 
mHealth (McCormick, 2016) 

! We need precision 
approaches for advancing 
nursing science particularly 
in key areas of the NINR 
strategic plan including 
symptom science, 
caregiving research, and 
self-management  
(Bakken, 2016) 

! We need to embrace 
genomics of care, including 
personalized health 
promotion for survivors 

Some Challenges for the Next 40 Years 
2 

With Heartfelt Thanks to… 

-- John Schaar, University of California (as 
quoted in Taylor, 1990, p. 18). Used by 
Ruccione to open the first COG Nursing 
SOS, 2000. 

Gail Perin and Jean Fergusson  
Bodega Bay, 2005 


