
What constitutes clinical 
benefit for trials of cNF?

Dominique Pichard, MD
Dermatology Branch, NIH

REiNS Winter Meeting 2018
Bethesda, MD 



What are the domains of clinical 
benefit?
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What are the domains of clinical 
benefit?
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To date, there are no validated clinical outcome 
assessments to measure clinical treatment effects on 

cutaneous neurofibromas

Objective measures of size or volume change have 
been proposed, but are not validated in this population

The FDA recommends GLOBAL ASSESSMENTS from 
the patient and from the investigator for clinical trial



What is an Investigator Global 
Assessment (IGA)?

An ordinal scale from 0-4 
Each grade is defined by a 

distinct and clinically relevant 
morphologic description 

The definition of severity grade 
should not include lesion count 
– intended to be a qualitative 
assessment of the condition

Success should be a grade 0 or 
1 (clear or almost clear) and at 
least a 2 grade improvement 

from baseline

IGA

FDA Guidance for industry: Acne vulgaris. May 2018



Example of IGAs: psoriasis

Score Short descriptor Detailed descriptor
0 Clear No signs of psoriasis; postinflammatory

hyperpigmentation may be present

1 Almost clear No thickening; normal to pink coloration; 
no to minimal focal scaling

2 Mild Just detectable to mild thickening; pink to 
light red coloration; predominantly fine 
scaling

3 Moderate Clearly distinguishable to moderate 
thickening; dull to bright red, clearly 
distinguishable to moderate thickening; 
moderate scaling

4 Severe Severe thickening with hard edges; bright 
to deep dark red coloration; severe/coarse 
scaling covering almost all or all lesions



Example of IGAs: eczema
Score Short descriptor Detailed descriptor
0 Clear No inflammatory signs of atopic dermatitis 

(erythema, induration/papulation, lichenification, 
oozing/crusting). PIH and/or hypopigmentation 
may be present

1 Almost clear Barely perceptible erythema, barely perceptible 
induration/papulation, and/or minimal 
lichenification. No oozing or crusting. 

2 Mild Slight but definite erythema (pink), slight but 
definite induration/papulation, and/or slight but 
definite lichenification. No oozing or crusting.

3 Moderate Clearly perceptible erythema (dull red), clearly 
perceptible induration/papulation, and/or clearly 
perceptible lichenification. Oozing and crusting 
may be present. 

4 Severe Marked erythema (deep or bright red), marked 
induration/papulation, and/or marked 
lichenification. Disease is widespread in extent. 
Oozing or crusting may be present.



Example of IGAs: lateral canthus 
rhytides

Score Wrinkle severity at 
rest

Description

0 Absent No visible wrinkles
1 Minimal Minimal wrinkles, within 1.5cm radius of 

the lateral canthus and may be minimally 
etched

2 Mild Shallow wrinkles, extending between 1.5-
2.5cm radius of the lateral canthus and 
minimally etched

3 Moderate Moderately deep wrinkles, extending 
between 1.5-2.5cm radius of the lateral 
canthus and moderately etched

4 Severe Very long wrinkles, extending 2.5cm radius 
of the lateral canthus and may be deeply 
etched



Example of IGAs: epidermal cGVHD

Score Short descriptor Long descriptor

0 Clear Residual hyperpigmentation may be 
present

1 Almost clear Light erythema, papules, and/or scale 
involving 0-20% of target area

2 Mild Erythema, fine scale and/or papules 
involving >20% of target area

3 Moderate Confluent erythema and scale, and/or 
papules covering >50% of target area

4 Severe Confluent erythema and scale, and/or 
papules covering >50% of target area



Other future considerations

• Vismodegib for basal cell carcinoma
– The major efficacy outcome measure of the trial was ORR as 

assessed by an independent review facility. 
– mBCC cohort: tumor response assessed by RECIST criteria
– laBCC cohort: tumor response assessed by measurement of 

externally assessible tumor
– An objective response in laBCC required at least one of the 

following criteria and absence of any criterion for disease 
progression: 

• (1) ≥ 30% reduction in lesion size [sum of the longest diameter (SLD)] from 
baseline in target lesions by radiographic assessment; 

• (2) ≥ 30% reduction in SLD from baseline in externally visible dimension of 
target lesions; 

• (3) complete resolution of ulceration in all target lesions. 

– Complete response was defined as objective response (as 
defined above) with no residual BCC on sampling tumor biopsy. 10



• Hemangeol for infantile hemangioma
– Clinical efficacy was evaluated by counting 

COMPLETE or NEARLY COMPLETE 
resolution of the target hemangioma

• was evaluated by blinded centralized independent 
assessment of photography at Week 24 compared 
to baseline

11

Other future considerations
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“The patient-focused drug development 

meetings conducted to date have given 

FDA a deeper appreciation for the 

expertise that patients and caregivers can 

bring to the process and the value of 

incorporating their voice.”

FDA Draft Guidance: Patient-focused drug development. June 2018.
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When thinking about the raised cutaneous neurofibromas that bother 
you the most, what is the minimum decrease that would be 

acceptable to you after participating in a treatment trial?

NUMBER SIZE

Comment: patients do not demand 100% shrinkage in clinical trials



0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

If the itching went away I would be okay with the way
my cutaneous neurofibromas currently are

If the pain went away I would be okay with the way my
cutaneous neurofibromas currently are

If my raised cutaneous neurofibromas looked more flat
I would be okay with my cutaneous neurofibromas

I would prefer skin color changes (lighter or darker)
instead of a cutaneous neurofibroma

I would prefer a scar instead of a cutaneous
neurofibroma

How do you agree with the following statements?

Strongly Agree Agree Neither Agree nor Disagree Disagree Strongly Disagree

Comment: scars and pigmentary changes are better than tumors

I would prefer a scar instead of a cNF

I would prefer skin color change 
instead of a cNF

I would be satisfied if my raised cNFs 
were flat

I would accept resolution of pain with 
no visible change of cNFs

I would accept resolution of itch with 
no visible change of cNFs



(1)

(2)

(3)
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How much does each FEATURE of your raised cutaneous 
neurofibromas bother you (physically, cosmetically, or emotionally)?

Extremely (5) Very much (4) Somewhat (3) Not so much (2) Not at all N/A (1)

Comment: appearance (size, number) is key driver for patients



Patient view on clinical benefit
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cNF IGA draft version 1
Score Short descriptor Detailed descriptor for region of interest 

(ROI)

0 Clear No residual tumor; 
Scar or pigmentary change may be present

1 Almost clear Flat tumors, may have discoloration

2 Mild Low number and/or size of raised tumors 
that cause mild disfigurement of the 
underlying skin

3 Moderate Moderate number and/or size of raised 
tumors that cause moderate disfigurement 
of underlying skin

4 Severe High number and/or size of raised tumors 
that cause severe disfigurement of 
underlying skin



cNF IGA_draft_v1
Score Short descriptor Detailed descriptor for region of interest 

(ROI)

0 Clear No residual tumor; 
Scar or pigmentary change may be present

https://hweinbergplasticsurgery.com/gallery/electrodesiccation/



cNF IGA_draft_v1
Score Short descriptor Detailed descriptor for region of interest 

(ROI)

1 Almost clear Flat tumors, may have discoloration



cNF IGA_draft_v1
Score Short descriptor Detailed descriptor for region of interest 

(ROI)

2 Mild Low number and/or size of raised tumors 
that cause mild disfigurement of the 
underlying skin



cNF IGA_draft_v1
Score Short descriptor Detailed descriptor for region of interest 

(ROI)

3 Moderate Moderate number and/or size of raised 
tumors that cause moderate disfigurement 
of underlying skin



cNF IGA_draft_v1
Score Short descriptor Detailed descriptor for region of interest 

(ROI)

4 Severe High number and/or size of raised tumors 
that cause severe disfigurement of 
underlying skin



cNF IGA draft version 1
Score Short descriptor Detailed descriptor for region of interest 

(ROI)

0 Clear No residual tumor; 
Scar or pigmentary change may be present

1 Almost clear Flat tumors, may have discoloration

2 Mild Low number and/or size of raised tumors 
that cause mild disfigurement of the 
underlying skin

3 Moderate Moderate number and/or size of raised 
tumors that cause moderate disfigurement 
of underlying skin

4 Severe High number and/or size of raised tumors 
that cause severe disfigurement of 
underlying skin



Patient view on clinical benefit
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