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ORPHAN DRUGSCANNABIS

are expected to include tuberous scle-

rosis complex, a rare genetic condition  

that causes epilepsy following on 

from the growth of benign tumors in  

the brain, and also intractable childhood  

epilepsy. In this form of childhood  

epilepsy, the repeated seizures can lead 

to brain damage, and the disease is very 

hard to treat successfully. 

“The current drugs are not working in 

rare epilepsy disorders and treatment-

resistant epilepsy, so these untreated 

conditions can lead to significant long-

term health challenges that have a major 

impact on the families and, in many 

cases, lead to hospitalization. If the use 

of new drugs can reduce the length of 

an expensive hospital stay, even if they 

are higher cost than existing treatments, 

they should offer value to the payers,” 

says Schultz. 

THE EPIDIOLEX STORY

There have been anecdotal reports of 

cannabis helping people with epilepsy 

over the last 150 years. In the U.S., where 

CBD-enriched cannabis oils can be 

accessed from certain dispensaries, par-

ents have tried to use these to control 

their children’s seizures with varying 

levels of success. However, these so 

called “artisanal”’ preparations are only 

available in some states, and the active 

ingredients are often not as described. 

According to Schultz, the FDA tested 18 

artisanal CBD oils and found that around 

a third contained no cannabinoids at all, 

and others contained high levels of THC, 

which can act as a proconvulsant. Schultz 

added that the parents of children with 

treatment-resistant disease were reading 

papers and publications about the use of 

GW’s CBD in epilepsy. 

“We had been working on Epidiolex, a 

liquid formulation of pure, plant-derived 

CBD, in preclinical studies and had  

gained orphan drug designation for 

the treatment of Dravet syndrome 

and Lennox-Gastaut syndrome, along 

with Fast Track designation for Dravet 

syndrome. The parents of a boy with 

intractable epilepsy found out that GW 

Pharmaceuticals was behind the science,  

and they and their son’s physician 

approached us about getting the drug 

for the boy, even though it was still in 

early development. This initial patient led 

to a compassionate access program and 

helped us move into clinical trials.”

Epidiolex has been made available 

under expanded access investigational 

new drug (INDs) applications in patients 

with Dravet syndrome, Lennox Gastaut 

syndrome, and 14 other types of severe 

epilepsy including tuberous sclerosis 

complex, Aicardi syndrome, and Doose 

syndrome. The results from the expanded 

access program, which involves around 

450 children and is still ongoing, showed 

that Epidiolex reduced seizure frequency 

and was generally well-tolerated. 

Epidiolex is also in Phase 3 clinical trials 

with two safety and efficacy studies in 

Lennox Gastaut syndrome and two in 

Dravet syndrome. Initial data is expected 

in the first quarter of 2016, with a sub-

mission for approval planned for both 

indications in the fourth quarter of 2016. 

“The dispensary-based cannabis tinc-

tures, oils, and pills can be highly variable 

and are not supported by data,” says 

Schultz. “We are dealing with treatment-

resistant children who are highly sen-

sitive to changes in their medications,  

so giving them uncharacterized  

products can be challenging. While 

dispensary-based medical cannabis may 

continue to be used, forms approved by 

the regulatory authorities should be well- 

received, as they demonstrate safety and 

efficacy in controlled clinical environ-

ment and meet a true medical need.”

EXPANDING THE EPILEPSY PORTFOLIO

GW Pharmaceuticals is developing 

another epilepsy therapeutic, GWP42006, 

a formulation of the nonpsychoactive 

cannabinoid cannabidivarin (CBDV). This 

was well-tolerated in a Phase 1 trial and 

is now in a Phase 2 trial with 130 patients 

who have inadequately controlled focal 

seizures. CBDV may also have potential in 

other epilepsy-related conditions. 

After signing a memorandum of under-

standing, GW Pharmaceuticals is working  

with the government of New South Wales 

in Australia to carry out research in 

severe, drug-resistant childhood epilepsy 

with Epidiolex and GWP42006, including  

the first Phase 2 trial of GWP42006 

worldwide in children, compassionate 

access for Epidiolex in Lennox Gastaut 

and Dravet syndromes, and additional 

Phase 3 trials and a Phase 4 trial in  

children with treatment-resistant epilepsy.

Other products for orphan indications 

in GW Pharmaceuticals’ pipeline include 

GWP42003, an IV therapeutic for neo-

natal hypoxic ischemic encephalopathy 

(NHIE) that has a Phase 1 trial expected 

to begin in the second half of 2016, and a 

cannabinoid combination of GWP42002 

and GWP42003, currently in Phase 2 

clinical trials in recurrent glioblastoma 

multiforme. Clinical trials are also under 

way in the larger indications of type 2 

diabetes (GWP42004) and schizophrenia 

(GWP42003). 

“Our development platform allows us 

to evaluate cannabinoids rapidly alone 

or in combination against different 

therapeutic targets,” says Schultz. “There 

is significant scientific evidence for 

cannabis-derived drugs for a wide variety 

of different diseases, and as research 

advances, I expect to see more opportuni-

ties opening up for GW Pharmaceuticals.”

CHANGING THE REGULATORS’ 

PERSPECTIVE ON CANNABINOIDS

While an increasing number of states 
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 Though the population for the marketed 

drug will be smaller, the clinical studies are 

likely to be smaller and shorter as well.   

S T E P H E N  S C H U LT Z ,  VP Of Investor Relations, GW Pharmaceuticals 
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are legalizing medical cannabis, and  

others are decriminalizing and even 

legalizing recreational forms of the 

drug, the legalization of marijuana is 

still controversial in the U.S. While GW 

Pharmaceuticals products in the U.S. 

have yet to be approved for use, Schultz 

has seen his company used as an example 

by the FDA of how cannabinoids should 

be handled in clinical trials.

“We are still one of only a few phar-

maceutical companies working on drugs 

derived from cannabis. When we started, 

there was less of a known pathway for can-

nabinoid-based drugs. Since then, we have 

become better at creating reproducible 

and fully characterized pharmaceutical  

medicines, designing clinical trials, and 

navigating the regulatory pathways. We 

have seen the EMA’s (European Medicines 

Agency) and FDA’s perspectives on cannabi-

noids change, and we are confident that we 

have been part of this evolution. They now 

have more confidence in the ability of com-

panies to develop therapeutics from botani-

cal sources, creating consistent products 

that meet or exceed the regulatory authori-

ties’ requirements. It’s still challenging to 

test scheduled drugs, and we are bound by 

specific requirements related to handling, 

storage, and accounting by the DEA, as 

is each clinical site and all the physicians 

involved in the studies,” says Schultz. “But 

it is possible, and it has actually become a 

core competency of the company, to be able 

to navigate these regulations.”

Sativex, which contains THC, is a 

Schedule 4 Part 1 drug in the UK, which 

means that it is a prescription-only 

medicine (POM) and does not have to 

be recorded in controlled drug registers. 

Before April 2014, it was categorized as 

a Schedule 1 controlled drug, requiring 

specific reporting and recording require-

ments. Even though Epidiolex only 

contains CBD, it is still likely to have 

restrictions. 

“Although GW has been developing 

cannabis-based medicines longer than 

any other company in the world, working 

in cannabis isn’t really what makes us  

different — it just happens to be the area 

of our focus. What makes us different 

is that we have a very well-described  

process, strong regulatory expertise, a 

world-leading understanding of can-

nabinoid science, GMP manufacturing  

expertise, and a proven record to 

execute clinical trials and secure regula-

tory approvals. We have evolved a lot over 

almost 20 years. We started off with large 

therapeutic areas and have focused down 

to identifying therapeutic targets in rare 

diseases with areas of significant unmet 

need where cannabinoids offer promise. 

We are expecting results from eight dif-

ferent placebo-controlled clinical trials 

over the next year. These are exciting 

times!” concludes Schultz. L
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DIA 2016 is packed with 175+ educational oferings 

over 22 tracks on today’s hottest topics. It is our 

largest interdisciplinary event, bringing together a 

global network of 7,000+ life sciences professionals 

from industry, academia, regulatory and government 

agencies, and patient and philanthropic organizations 

from around the globe, to foster innovation in the 

discovery, development, and life cycle management  

of health care products.

Featured Sessions:
• Hearing the Patient Voice in Pharma and What  

   Patients Want You to Know

• Expanded Access: Ethical, Regulatory, and Policy  

   Challenges and Considerations

• Updates and Pending Issues in the US  

   Biosimilar Environment

• Take Advantage of Global Expedited Pathways:  

   Breakthrough, Sakigake, PRIME!

• Envision the Future: How Big Data and Artifcial  

   Intelligence Change Our Regulatory Environment

• Pricing, Patient Access, and What’s Next for  

   Today’s Biopharma and Devices

Keynote Speaker:
Larry Brilliant, MD, MPH 

Monday, June 27 | 2:30–4:00PM

Larry Brilliant is the acting 

Chairman of the Board of the 

Skoll Global Threats Fund, whose mission is to 

confront global threats such as Pandemics, Climate 

Change, Water, Nuclear Proliferation, and the Middle 

East Confict. 

Preconference Tutorials | Sunday, June 26
Take advantage of additional educational and 

networking opportunities before DIA 2016 ofcially 

kicks of. Each Preconference Tutorial is designed 

to increase your knowledge while allowing for 

small group interaction.  

Visit DIAglobal.org/DIA2016 for more information and to register.
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How Acting With

Integrity
Improves 

Business
Results
C H R I S  H I T C H ,  P H . D . 

s cutting corners and hoping 

to not get caught simply the 

cost of doing business today?” 

This question came from one 

of our participants during a strategic  

leadership program.  Simply put,  

absolutely not! While the news is  

filled with ethical lapses and corpo-

rate scandals, acting ethically and  

with integrity provides greater  

profitability to the corporation 

WHAT IS INTEGRITY?

In simple terms, integrity is doing  

the right thing toward direct reports, 

colleagues, and your various stake-

holders, both internally and externally.  

On the surface, acting with integrity  

would seem relatively easy — stick 

to one’s values, be honest, and sleep 

well at night. Few people wake up  

one morning and decide to go against 

every value they were taught. The  

few who do are generally called  

psychopaths.

ETHICAL LAPSES ARE NOT  

DUE TO BAD MORAL CHARACTER 

In reality, though, acting with integrity 

is more difficult, especially in organi-

zations where leaders put profit above 

integrity by cutting little corners here 

and there. Dr. Alison Fragale and  

Dr. Michael Christian at University of 

North Carolina’s Kenan-Flagler Business 

School note that most people think of 

themselves as moral, ethical people. 

They found that lapses of integrity may 

start out small and may seem innocuous, 

but tend to grow over time — because 

once started, people tend to continue 

to rationalize small unethical behav-

iors, leading them to continue to behave 

unethically to cover previous lapses.  

WHY INTEGRITY PAYS OFF

Lack of integrity can place an  

organization’s future at risk. These 

costs, however, occur after the lack of 

integrity has gone public. Yet many 

studies show that organizations  

with high levels of integrity actual-

ly perform better than organizations 

with low levels. Interestingly, one 

study found that an organization’s 

proclaimed values were less important 

than the employee’s perceptions of the 

CEO and senior leaders as trustworthy 

and ethical. In fact, some proclaimed 

values like those found in mission 

statements and other organizational 

communications may actually impede 

integrity, particularly if they are at 

odds with a CEO’s and senior leaders’  

perceived trustworthiness.

HOW YOU CAN REINFORCE INTEGRITY 

You can’t inoculate people to act with 

integrity. You can, however, reinforce 

the tenets of integrity, just like you 

I
focus on other key performance indica-

tors.  Reinforce the probability of con-

sistent ethical behavior by applying the 

“safety tips” below from Fragale’s and 

Christian’s research. You should also 

be aware of the psychology of decision 

making and biases. 

 HONESTY AND MORAL COURAGE  

Honesty means telling the 

whole truth, even when it is 

uncomfortable. This is increasingly 

important when encouraging people 

to have the moral courage to speak 

“truth to power.” 

 CONSISTENCY 

Ensure your beliefs, words, and 

actions are consistently aligned 

with the ethical lens. Periodically 

meet with your team to analyze 

recent business decisions through 

that ethical lens.

 VIGILANCE 

Quickly address small “everybody 

does it” types of possible ethical 

lapses. Small lapses can translate  

to larger ones. 

 SELFLESSNESS 

Great leaders emphasize “we” with 

organizational successes while 

using “I” with issues and problems. 

They respect and listen to their 

team at all levels, especially when 

their employees are speaking up 

about possible ethical and issues  

of integrity.  

 NUDGE 

Great leaders at all levels provide 

“nudges” to help employees 

consider ethical implications  

when making business decisions. 

Help your team recognize and 

self-correct in possible issues of 

integrity. 

By investing in integrity and ethi-

cal conduct, you and your company 

can reap the financial and nonfinancial 

rewards, including improved employee  

loyalty and retention, and more  

satisfied customers and stakeholders. 

That’s truly ROI (Return on Integrity). L
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 Chris Hitch, Ph.D., is program director  

of executive development at the University  

of North Carolina’s Kenan-Flagler Business  

School. He has over 25 years of leadership  

and management experience.
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8 weeks.

That’s what the hand-ofs,  

ramp-up and rework 

from First in Human to Proof of Concept  

take from you.

8 weeks you can’t aford to waste. 

8 weeks patients can’t aford to wait.

But when you partner with 

Patheon OneSource,™ you learn how 

you can get your 8 weeks back.* 

And maybe even more.

We approach drug development  

a fundamentally diferent way. 

Our way accelerates every step. 

And, more importantly, eliminates  

the spaces between them.

Together, we’ll get your molecule  

to Proof of Concept faster — and  

better prepared for what comes next.

We’ve got your                       weeks. Come get them.
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