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Our Ref. : RS/Ige

Re: Very early FDG-PET/CT-response adapted therapy for advanced stage Hodgkin Lymphoma
(H11), arandomized phase |11 non-inferiority study.

Dear Dr. Hutchings, dear Martin:

Thank you for your mail, and congratulations fortadbing additional support from the Dutch Canc
League (KWF).

As you know, the Board has repeatedly and extelysoansidered your trial. To our great regret we ha

come to the conclusion that the trial initially dgsed over 4 years ago does not answer a suffigie
relevant question anymore, and in particular thestjan already partially answered by other trialday

will have no impact anymore at the projected w@alysis in approx. 8 years.

The Board made its decision on scientific grouridgher accentuated by the absence of any recroitme

after 5 sites have been opened to recruitment twerthan 3 months, one of them for more than 6 hwon
The financial considerations were of the least igwe. The Board has great doubts on the relevainc
the question, the challenges of patient recruitraedtthe long duration.

Please find below a few of the Board’s consideratithon-exhaustive):

In our humble opinion, the value of PET has beemstigated in Hodgkin’'s disease repeatedly, alineit
part using other treatment regimens or perfornmiegdarly PET after 2 cycles rather than after lecyc

(1%
P

Engert et al. showed the excellent negative predictalue of PET in advanced disease, treated with

BEACOPPesc. (Engert et al. Lancet 2012; 379:17@ajly PET after 2 cycles of ABVD is investigated i
the RATHL trial conducted by the NCRI. Similarhhet FIL-HD-0801 trial are escalating the therapeu
approach in case of PET positivity after 2 cyclefABVD. Lastly, the HF0607 trial will stratify pagnts
according to early PET after 2 cycles of ABVD, thewestigate transplant strategy and 2 differegimens

n
tic

of BEACOPP or ABVD. It shows an overall survival®B88% for patients who remained PET pos. after the

first 2 cycles of BEACOPP. Last but not least,nugimab and other monoclonal antibodies and tatye
therapies are about to change the disease managdmane questioning the relevance of the tridlis |
critical that as an academic organization, we aw®rsimeliness of our trials in a fast changingissmnment.
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While this trial had value when it was designedhibuld have been conducted in the immediate fallgw
years.

We do understand and recognize that the questiomhensuperiority (or lack thereof) of BEACOPI
escalated (popular in Germany) versus ABVD (USAams heavily disputed, we recognize th
BEACOPP escalated is more toxic than ABVD, and thisk adapted strategies are of importang
Nevertheless, if there is a difference betweer2tihegimens, this is likely to be fairly small, canpart be
counterbalanced by effective salvage therapy atid toeatment regimens will be replaced or compleratn
by an anti-CD30 treatment in the years to come.

Recruitment of over 500 patients is needed by appt0 sites (if all get activated), when the feuwesi
already active were unable to recruit a singlegpatin > 6 months.

As previously indicated, 300.000 Euros will be shi®m the allocated academic fund to the surviviprs
program of the group. The rest of the academic ftemhot be earmarked for the group as a fair d#ity
towards the rest of the EORTC network and in acoed with the same rule which had been applied
other groups in a similar situation.

Conclusion:

The trial as proposed and outline approved in Z8lylears ago) is by its current design neitheriidéasor
sufficiently relevant to be pursued for almost &eotdecade. The EORTC HQ will proceed to the closir
the trial. The group is invited to revisit theirategy and protocol, and strongly encouraged to foices
with one of the ongoing trials by other cooperativeups (this way at least some questions get aesive

I hope this clarifies some of your questions. Besseired that we considered our decision careftighwe
trust that this is in the best interest of the graud the organization.

We thank you for the understanding, and we retpatwe have to disappoint you. We will be happhep
the group moving forward with more appropriate pot§.

Sincerely yours,
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On behalf of the EORTC Board

Roger Stupp, MD
EORTC President
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