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cancer. Most in the community have felt that this would not
be possible because tumors are so variant a single vaccine
could not be produced. Cancer is too personal. At the
genomic level this is true, but we have found that at the RNA
processing level this is not the case. Tumors recurrently make
the same splicing errors and these errors result in frameshift
variants. These frameshift (FS) variants mark the tumor as
'foreign' and open to immunological attack. However, to be
effective as a vaccine these antigens must be presented to
the immune system (the vaccine) before the tumor starts to
develop.

We put in place a process involving 1)bioinformatics
screens of tumor cDNA libraries to find FS, 2) screening
for the presence of the FS in the RNA of a tumor panel, 3)
testing the FS as vaccines in mouse tumor models, and 4)
screening human sera from cancer patients for reactivity to
the FS. Based on this process we have gathered a collection
of FS candidates for a human vaccine. We currently estimate
that less than 20 elements will be needed to provide coverage
for most cancers.

When we initiated this project ~9 years ago, most
in the field doubted such a vaccine could be made.
More recently the opinion has shifted to that it may be
possible to create such a vaccine but how would it ever
be tested for efficacy. Many think the time and cost
involved in Phase II/III trials would be insurmountable.
However, we have developed a plan based on another
invention, immunosignature diagnostics, which may
overcome this problem. This technology is based on
profiling the antibodies in an individual. It can detect
disease, including cancer, early. Our proposal for a
Phase II efficacy trial is that potential participants be
prescreened for latent cancers. 1000 cancer free people
would be entered into the control and vaccine arms of
the trial. Individuals would be frequently monitored
by immunosignatures for early signs of cancer. The
endpoint would be fewer early events in the vaccine
versus control arm after 2 years.

Though a clear challenge, it seems feasible that such a
vaccine could be developed. Because it could be inexpensive,
all the world would benefit from such a vaccine.
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In the US 85% of the healthcare costs (~$2.5T/yr)
are devoted to taking care of sick people. To change this
situation, healthcare must convert from post-symptomatic
treatment to prevention and early detection/treatment of
disease. We have invented a technology that may facilitate
early detection of any disease.

Immunosignaturing diagnostic technology is premised
on the idea that the antibody profile of an individual at
a given time is a reflection of their health status and that
people with common illnesses will present similar profiles.
With ~109 different antibodies in a person at a given time
the challenge is to splay out enough of them to diagnose.
We found that we can do this effectively with chips with
~3x%105 random sequence peptides on them. The peptides
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are synthesized using computer chip lithography technology
so it is scalable.

In the current practice a drop of blood is sent through the
standard mail on a filter paper. The drop is diluted ~5000
fold in buffer and applied to the chip. Unbound material is
washed off and the antibodies detected with a secondary
antibody. It is a very simple, robust process. No processing
of the sample is required. The signature algorithm for each
disease is produced by comparing a sufficient number of
affected and not affected people. The same chip is used for
every type of disease diagnosis.

We have applied this technology to distinguish cancers,
Alzheimer’s disease, diabetes and numerous infectious
diseases. The technology has also been used for early
detection of disease and evaluation of vaccine candidates.

Our vision is that all people will regularly send in a drop
of blood to be monitored for any indication of disease. This
will be done for little cost and be highly specific. Eventually
the system could be in the home. In this way we could
transition to a truly presymptomatic health system.
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BRAF-OHKOT'EH ITPH
HOBOOBPA3OBAHMAX
A TOBUIHOM KEJIE3bI

PernonanbHbIil OHKOJIOTHYECKUH AucnaHcep, locynapcTBeH-
HBII MequUUHCKUi yHuBepcurter, . Cemeil, Pecnyonuka Ka-
3axCcTaH

[Mamunnspuerid pak muToBuaHONW >xenessl ([TPIIK)
coctaBigeT oT 65 mo 85% Bcex 370KaYECTBEHHBIX OITY-
xoJei atoro oprana. HoBoobpasoBanue xapakTepusyer-
csi OJaronpUATHBIM MPOTHO30M UL JKM3HU. OIHAKO OT
10 mo 15% IMPHIXK oTnuyaroTcst arpecCUBHBIM MOBEIE-
HHEM, JAl0T paHHUE METACTa3bl U UMEIOT BBICOKHH ITO-
KazaTeinb cMepTHOCTH. Comaruuyeckass MyTalus B IeHe
BRAFV600E cuurtaercsi Haubojee pacnpoCTPaHEHHBIM
MOJICKYIIIPHBIM JIe(DEKTOM TpH CIIOPaJIUYSCKOM IaIlnl-
asgpHoM pake (39—83%), xapakTepHa [ Oosiee arpec-
CHUBHOTO TeueHUs 3a00JIeBaHUS U ONpeAesaeTcs yxKe npu
I crapun.

Hamu Obina BblIONHEHa paboTa IO ONPEAETICHHIO
BRAF-myTanuii mpu HOBOOOpa30BaHHSIX IIMTOBHIHOM JKe-
ne3bl. Beero oocienoan 131 desoBek ¢ y3a0BbIME 00pa-
30BaHUAMM IUTOBHUIHOM JKeJe3bl, BBIIBICHHBIMU IIPU YiIb-
Tpa3BYKOBOM uccienoBanuu. JKenmun Obuto 123, My»4uuH
— 8, cpeanwuii Bo3pact o0cienoBaHHbIX cocTaBui 51,9 roja.
Bcem mnamueHTaM BBINOJHEHAa TOHKOUIOJbHAs OHOICHS
non koHTponem Y3U. Bce muronmormdyeckue Mas3Kud OKpa-
muBanuck nmo meronuke [lananmkonmay. VccriemoBanust mo
BBISIBJICHUIO MyTauui reHa BRAF BBINOIHSANINCH B OTAEIE
MOJIEKYJISIpHON MeAUIHBI HCTUTYTa paaralliOHHO-HHY-
IMPOBAHHBIX 3a001eBaHmi YHUBepcuTeTa Haracaku, fAmo-
HUSL.

Boun mosydeHsl cienyrouue NaHHbIS: MalWUIIPHbIC
KapmuHOMBI cocTtaBuiu 77 (56,2%) ciaydaeB, qoOpokade-
cTBeHHble onyxoimu — 18 (13,1%), dbomukynspHblid He-
omnasm — 15 (10,9%), nogo3penue Ha pak — 15 (10,9%),
¢domnmukynspHas kapuuHoma — 8 (5,8%), Huskogmdde-
peHnMpoBanHas kapuuHoMa — 2 (1,5%), 310kauecTBeHHAS
mumdoma — 1 (0,72%). W3 77 nanmentos ¢ ITPILDK myTa-
uuu BRAF-rena oOHapyxeHsl B 19 (24,6%) ciyuasx. [Ipu



