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Types of treatments

 Chemotherapy: typically kills cells by damaging DNA,
preventing DNA synthesis, blocking cell division, or
disrupting metabolism

 Immunotherapy: directly or indirectly uses immune
system to Kill cells (antibodies, vaccines, CAR-T cells)

e Targeted therapies: blocks a specific cell signaling
pathway (vemurafenib, cobimetinib)

* Gene therapy: replace a damaged gene (CRISPR)
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Benefits of clinical trials

e Access to new medications

e Some studies show better outcomes In patients treated on
clinical trials

 Improve scientific knowledge
o Altruism

Only about 5% of adult cancer patients participate in clinical
trials
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Patlent concerns about clinical trials

e “| don’t want to be a guinea pig”

e | don’t want a placebo

e Travel

e Cost

* More Vvisits, more scans

 Less scheduling flexibility

* Loss of autonomy

o Unknowns: effectiveness, side effects
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Pre-clinical testing — reducing uncertainty
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Xenografts
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Phases of Clinical Trials

 Phase I: primary purpose Is to assess safety, find optimal
dose

e Phase Il: larger trial to assess efficacy, expanded
assessment of safety

* Phase IlI: typically compares new treatment to established
standard (often randomized)

* Phase IV: post-marketing surveillance
* Registries
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Process for initiating a trial

o Submit a letter of intent (LOI) or grant application

* Reviewed by funding source

o Concept review

 Write full protocol and consent form

o Scientific Review Committee, Institutional Review Board
e Activation

* Enrollment and data collection

 Publication
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Metrics of success

 Historically in cancer studies we have focused on response
rates, length of remission

* Increasing emphasis on symptom improvement, quality of
life, resource utilization
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FDA Approval Process

« Historical average: 12 years, $350-800 million

o 3.5 years of preclinical testing (999/1000 end here)
e Phase | testing: 1 year

e Phase Il: 2 years

e Phase Ill: 3 years

« Application (100,000 pages): 2.5 years

Source: Drugs.com
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Other ways to gain access to medications

Primted by Erc Jacobsan on 11/15/20 48 5:37:30 PR, For personal use only. Mot Spproved Sor distibution. CopyThght <& 20138 Matonal

NCCMN Guidelines VWersion 5.2018

Mariomnal
Comprehensive

Pee Cancer MNebwork, Inc., ANl Faghts Resareed.

NCCHN Guidelines Inde:x

PCCT e Diffuse Large B-Cell Lymphoma Diiscussion
MNerwork™
STAGE FIRST-LINE THERAPY™ Consider prophwylaxis for turnmor
Iysis synmndrome (See NHODWS-E
RCHOP® x 3 cycles followed by RTP See monoclonal antibody amnd
(category 1) wiral reactivation (NMHODG-EB)
or
Monbulky, . RT . See Pre BT Evaluation
(=7.5 crm) RCHOP® x 6 cycles = RTP-9 plammed ABCEL )
or
Stage 1, IH-¥ oo RTnot _ = See End-of Treatment
RCHOP-14 x 4—6 cycles = RTP planned Restaging (BCEL-5)
By =3 =
=7.5 (:rn};-_ RCHOP® x 6 cycles = RT
i Climical trial
Stage I, il or

RCOCHOP2" [category 1) —=

lin testicular hymphoma, after complstion of chemotherapy, scrotal RT should be
given (Z25—30 Sw)_

Ein patients who are not candidates for chemotherapy, involved-site radiation
therapy (ISRT) is recommended._

In sslected cases (46 factors according to prognostic model, HI'W hrmphona,
testicular, dowldle hit lyrmphoma ), there may e an increasad risk of CTHNS events_
The opiimal managenmnment events i uncertain, bt CHNS prophylasis can be
considered T
methotrexate (3—3_5 gfm™) durng the course of treatment. Recent data regarding
stage 1IE DLEBCL of the breast have been suggested as a potential sk for S

disease_ See Prognostic Model to Assess the Risk of CHNS Discase (BCEL -4 2 of 2.

MEor systemic disease with concurrent CHS di L sese BCEL T
MRecommendations ares for HIV-negative hvmphoma onibye
For HIWVpositive DLBCL, sese AIDS-_2

4 8 doses of ntrathecal methotrexate andfor cytarabine, or systenic

Interimm restagin

after 2—4 cycles —= See BCEL-&

DSese BCEL-C for regimens usad in patients with poor left vwentricular function and
patients >80 years of age with comorbidities ..

PSee Principles of Radiation Therapyw (MHODWG-D).

i RT = not used, interim staging after 3—4 cycles of RCHOF is appropriate to

Cconfinm response.

"Based on curment climical trisls, RCHOP is preferable due o reduced toosdcities,
but other comparable anthracycline-based regimens are also acceptable (seo
BOCEL-C).

Sln sel=ected cases, RT to initially bulky sites of dissase may be beneficial
{category ZB).

TPETAMCT scan at inbterim restaging can lead to increased falss positives and showuld
bBe carsfully considerad in select cases_ If PET/CT scan performed and positve,
rebiopsy before changing courss of treatment.

MNote: All recommendations are ca 2/ unless otfvwerwise indicated.

e gy
Climvical Triakls: MCCHN believes that the best management of any patient with camncer is in a clinical trial.

Participation in clinical trials is especially encowraged.

Ssrmior S 3OS, IOV S O MaSora Sormpesterrsiee: Carcer Petacork, s, 2005, Al rghts. reserescl. The RSN Sukched nes® s Hhis Blusieatior iy ok e nepeochced bn ey Forre

e B ] oF T

BCEL-3
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Challenges of clinical trials In rare diseases

 Lack of preclinical models

 Difficulty generating interest from drug manufacturers
e Limited funding

 Limited number of centers with expertise

« Small patient population (more ideas than patients)

e FDA approvals can be challenging
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Examples of ECD Studies

Phase I I . Long-term 'I_Dutc:c:rﬂe Aﬂe_r | Dabrafeni!:} and Trametinib in
. Vemurafenib f BRAF Inhibitors People With BRAF W500E
Interruption In Erdheim-chester Mutation Positive Lesions in
Disease Erdheim Chester Disease

Recruiming Regisiry for Patients With

Registry

Erdheim-Chester Disease

A Study f Miermory, T haimkima,

Quallty Of ||fe and Brain lmaging in Adults With

Histiocywyitiosis
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Conclusions

 Clinical trials are critical to improving treatments

 Participation in clinical trials can be intimidating but there are resources to help
you

e We can learn from studies even when they don’t involve new treatments

« There are barriers to conducting clinical trials in rare diseases but these can be
overcome

e [earn more:
— Clinicaltrials.gov
— ECD Global Alliance
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