CANONIC - NEXUS - PITCH DECK 2020 « v1.¥ (pre-beta)

CANONIC Nexus.

A case Is the unit of clinical knowledge.

Author up. Validate down. Free community CHATSs for patients (MammoChat + cultural lenses): enterprise NEXes for providers, credentialed through ABOPM. One
credential circuit; every read mints COIN back upstream.

EOR: a ) Anil Bajnath, MD, MBA " Irman Forghani, MD, FACMG
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The case walks the team under CANONIC governance.

Five credentialed authors, one case-001 (mixed Caribbean + Sephardic ancestry, BRCA1 ¢c.5266dupC). Two intersecting boundaries govern the chain:
MSMC is the institution; ABOPM is the credentialing body. [rman sits at the intersection — ABOPM-credentialed at MSMC. Knowledge flows

ABOPM ¢© MSMC through her. Every signature hash-chains. Every read mints COIN to the upstream author.
ST n.

 Anil

. ATTENDING - MD, MBA, IFMCP,
. ABAARM, MIFH! - ABOPM SIGNER

: President + Founder of ABOPM. Peer-
Adrienne Irman . signs case-bundle with Irman; brings

. the precision/functional/anti-aging

Sarah

- Marcus

. MARCUS LEE - MS3 SARAH KIM, MD - PGY-2 ADRIENNE CHEN, MD, PHD - . MD - THE SPECIALIST ,
EACMG . credential stack to the chain.
. Medical Student - year 3 - Step-2-CK Internal Medicine Resident - MSMC . Precision-Med Clinician at MSMC. ’
studying. Pre-rounds prep + discharge  floor. Admits the patient, pulls cohort Clinical Geneticist - Variant . Sees the case bedside, owns the
: teaching on AnkiNex. precedent on CaseNex. classification specialist. ACMG/AMP genomic workup, peer-signs every
walk on OmicsNex. (Synthetic : Tier-1A case-bundle into the chain.
_ placeholder until next credentialed ' The seam between MSMC and |
FACMG joins.) . ABOPM lives in her chair.
R R R '

CASE-001 - ABROPM = MSMC - FOURTEEN DAYS T+0 Sarah admits at MSMC = T+1h Marcus preps card - Sarah reads precedent = T+4h Adrienne classifies = T+1d Irman + Anlil

o o (external ABOPM) peer-sign = T+3d Anil tumor-board sign-off = T+14d Adrienne + Irman cascade-sign daughter's TP53
one case.rive Slgnatures' R1/75H at MSMC - discharge Marcus walks the Caribbean Cohort deck. External ABOPM board co-signs every byline.

CANONIC NEXUS Powered by LAUDE — the CANONIC agent — across the Galaxy. SLIDE 02 / “15



THE APPS FOR PATIENTS - GEO-CULTURALLY SPECIALIZED POPULATIONS

COMPOSITION

(PATIENT POPULATIONS)

CANONIC NEXUS

MammoChat is the free community learning ledger funded by FDOH.

MammoChat is the free community learning ledger — for patients (and the providers who serve them). MammoChat shipped as the original FDOH-funded patient navigator for hereditary breast +
ovarian cancer ($2M Casey DeSantis Cancer Research Award, 2024). CANONIC tuned the same chassis into geo-cultural derivatives: CaribChat (Trinidad - OECS), ArabChat (Gulf - KFSH),

PersianChat (Iran/lraq - TUMS diaspora) all inherit from MammoChat. Free, always. The enterprise learning ledgers — NEXes for providers, credentialed by ABOPM — are slide 2.

| MammoChat
| parent + free to community

FREE |

CaribChat inherits MammoChat - ArabChat inherits MammoChat - PersianChat inherits MammoChat - one parent governance, three patient populations served in their own language + geography. Adding a 4th population (TurkishChat for the Anatolian

=
5G 100%
CaribChat
FREE [rinidad - OECS

2 1nherlits MammoChat

Trinidad & Tobago - Caribbean Cohort
English + Trinidaaian Creole -
PARP-1 via OECS pharmacy

ANNALIESE - 45F - 9:14 AM
Granny had breast cancer at 38. Doctor

said | should know my BRCA status. |
don't even know what that is.

LAUDE + CARIBCHAT

BRCAT1 is a gene that helps repair your
DMA. Your test shows ¢.5266dupC —a
pathogenic variant. That's why your
grandmother got sick young, and why
doctors want to act early on you.

Granny used bush-medicine. She lived
20 more years.

LAUDE
She was lucky — and her doctors didn't

have what we have today. Bush-medicine
can comfort, but it can't change the gene.

What can: PARP-I (olaparib) through the
OECS pharmacy, breast MRI yearly, risk-
reducing surgery if you choose.

My daughter? She's 22

CARIBCHAT LOCALIZES
Bush-medicine - OECS PARP-i - T&T
pathway

cohort, HausaChat for West African diaspora) is a one-line inheritance edge.

FoOr

patients. MammoChat was the original.

EREE | ArabChat

Gulf - Arabic + English
2 1nherits MammoChat

Saudi Arabia - UAE - Gulf Cohort

#, Arabic + English -

consanguineous founder
mutations

LAYLA - 42F - RIYADH - 10:21
AM

My sister was diagnosed last month. The
doctor said it's the same gene that runs
IN our cousins.

wsolall gl 5lb puw wlas .jl..:hf

LAUDE -+ ARABCHAT

Yes — in Gulf families, the BRCA1 founder
mutation ( c.5266dupC) appears
repeatedly because of consanguinity. King
Faisal Specialist Hospital's HBOC panel
detects it. Cascade for your sisters,
cousins, and their daughters is the next
step.

LAUDE

Yes — covered under the Saudi Cancer
Programme. No out-of-pocket. Testing +
follow-up + olaparib if needed.

ARABCHAT LOCALIZES

Gulf founder mutations - KFSH
panel - cascade

oG T100%

S5pecialized per population by 1inheritance.

SE—
oG 100%
Fhan) FersantChat
Diaspora - Farsi + English

2 1inherits MammoChat

Iran - Iraq - LA Persian diaspora
wy 2rsl + Er1|;||_}f_-'.l'| 'j‘]:’.ﬁﬂhhﬂlj
cohort « TUMS HBOC reference

SHIRIN - 48F - LA (FROM
TEHRAN) - 6:48 PM

My mother died of ovarian cancer at 51 in
Tehran. Should | be tested here?

IS a9 glaas Glbuw jl Gl 9 pyale

LAUDE - PERSIANCHAT

Yes — absolutely. Mashhad & TUMS

cohorts document BRCA1 c.5266dupC
as a founder variant in Iranian Jewish +

Persian families. The exact variant your
mother likely carried.

My Iranian records — do they count here?

Coguii0 Joud Ll lwl (Golou

LAUDE

Yes. CaseMNex hash-chains across
borders. Your TUMS-anchored bundle is

valid at UCLA Health and Cedars-Sinai.
No rework. One signed case, valid

anywhere.

My daughter is at Stanford. She's 24.

PERSIANCHAT LOCALIZES
Mashhad founder variant - TUMS -
US chain

SLIDE @3 / 15



THE PLATFORM - THE GALAXY IS THE MAP - LAUDE IS THE CANONIC AGENT

The GALAXY is the map and LAUDE is the CANONIC agent to guide.

The CANONIC Galaxy is the map — every NEX (AnkiNex /| CaseNex | OmicsNex), every orchestrator (OncoNex, CardioNex, NephroNex), every community CHAT (MammoChat + CaribChat - ArabChat -
PersianChat), every credential, every case lives as a node; every relationship is a typed edge. LAUDE is the CANONIC agent that guides you across it in natural language — federating providers, calling tools, m OncoNex

speclalist case-8001 active

standardizing evidence to ACMG/ClinGen/CPIC anchors, and hash-chaining every interaction into the governed ledger.

LAUDE

the CANONLC

dCross every

IRMAN - 4:82 PM

Walk me through the galaxy for case-
001.

LEDGER - COIN ClinVar

nash-chain - signature spine oAk s : LAUDE

CASE PEER_REVIEW SIGNED
TUMOR. BOARD_PROTOCOL_SIGMNED

Foundational triad: AnkiNex +
CaseNex + OmicsNex. OncoNex
orchestrates them for case-001 right
NOW.

ClinGen

LAUDE - VIA INHERITS.S
CaribChat - ArabChat -
PersianChat inherit from
MammoChat . Same governance,

. three localized surfaces.

COSMIC

" IRMAN
And the anchors?

faculty cards ariant anchorg

l}leuruhlé}:: - Néphrnhlhlx LAUDE - VIA
\ seaffolded v scaffolded, | PROVIDERS . FEDERATE( )
RS g R Q.numﬂ:ﬁ 7 anchors federated: ClinVar 4 % -
| 1O | [RIA / ClinGen VCEP - COSMIC - gnomAD -
F1CDx - CPIC - Findlay SGE. All into

OmicsMNex.

LAUDE - VIA LEDGER.TALL()

Every credentialed write hash-chains
into LEDGER+COIN . Author up.
Validate down.

_ ‘F1CDx)
CardioNe: \eoundation

IRMAN
F— 9 Add CardioNex next?
| CPIC
o LAUDE
Same triad, new orchestrator. One
config line. CARDIONEX INIT emits.

' Findlay |

END

orchestrates

== == [nherits

------ federates

ledger edge

CANONIC NEXUS Galaxyv renders the tederation. LAUDE drives everv node. SLIDE @4 / 15



THE ENTERPRISE APPS - CREDENTIALED BY ABOPM

OncoNex for oncology with parallel siblings (CardioNex, NephroNex, NeuroNex, ...). Every credentialed write hash-chains; LAUDE federates the three ledgers into one signed molecular signout. The

NEXes are enterprise learning ledgers credentialed by ABOPM.

The governance triad applies to any specialty: AnkiNex is the education ledger, CaseNeX is the clinical ledger, OmicsNex is the research ledger. The three converge on a specialty orchestrator —

patient-facing chats — MammoChat and its cultural derivatives — are the free community learning ledger on the next slide.

S
5G 100%
ENTERPRISE ) "\NiNex
community
0.72 62%
CARDS TOP DIFF MISS RATE

ONCONEX - 4:02 PM

Cohort difficulty on BRCA1 c.5266dupC.
Tumor board in 28 min.

LAUDE - CARDS.COHORT_SIGNAL()

18 faculty cards in HBOC + Caribbean cohort.
Top difficulty 0.72 on PI3K/AKT/mTOR

mechanism.
COHORT_SIGNAL
cards 18 / 22
top diff .72 (hot)
miss rate 62% PI3K
cohort HBOC+Carib

Why so hard? Where are learners snagging?

LAUDE

62% conflate PVS1 (null variant) with
PWVS1_strong evidence weight. Richards 2015

§5.1.

LAUDE - 4:83 PM

ANKI_DIFFICULTY SIGNAL from Marcus
(MS3) last night, this exact card.

Pin #17 for the fellows' prep deck.

| AlINE

ANKINEX ANSWER

18 cards - top diff 0.72 - 62% miss
PI3K/AKT/mTOR

e (= SEE}

l
cohort signal

L
Cs ENTERPRISE Efﬁef"e:
case-001 | +5
BUNDLE SIGNED COIN

ONCONEX - 4:02 PM

oG 100%

el bundles

Case-001 bundle. Signature chain + cohort

tag before | open the board.

LAUDE - CASE.PULL(CASE-©861)
Peer-signed @anil + @irman, Tier-1A.

SIGNATURE CHAIN

@anil CO-SIGN ~
@irman PEER-SIGN -
hash ad9c3bl..
tier 1A

cohort south-fl-carib-seph

LAUDE - COHORT.GAP CHECK()

3rd Cuban-Sephardic carrier in 14 mo at
MSMC. Zero published cohorts on this

admixture. case-001 fills the gap on publish.

Embed Toronto surveillance so the daughter

inherits.

LAUDE

Attached. CASCADE_PROTOCOL_LINKED.

Daughter's subtree now references this
bundle.

Sign-ready for the board?

Tier-1lA - @anil + @irman - 3rd

CASENEX ANSWER

carrier - gap-filling

l
case bundle

ONCONEX Case-001 tumor-board signout: Pathogenic BRCA1 ¢.5266dupC - PARP-i Tier-1A - Toronto Protocol for daughter's TP53 R175H.

SYNTHESIZES Three ledgers, three answers, one signed protocol. Same pattern reused by CardioMNex, Nephroiex, NeuroMNex — only the orchestrator changes.

CANONIC NEXUS

For

providers. Enterprise ledgers,

credentialed by ABOPM.

OncoNex
enterprilise -+« case-001

e
oG 100%
Om ENTERPRISE ) OmiosNex
variant interpretation
7% PATH 1A
ANCHORS VERDICT PARP-I

ONCONEX - 4:02 PM

Pathogenicity on ¢.5266dupC. ACMG +
functional + drug response. Tight.

LAUDE - VARIANT.PULL ANCHORS()
/7 anchors federated:

ANCHOR TABLE

ClinVar VCVO55638 - 4«
ClinGen ENIGMA VCEP v1.1.0
COSMIC tumor profile
gnomAD wv4.1 AFR 0.0008
F1LDX HRD+ 48%
CPIC PARP-1 1A
Findlay SGE -1.68 LOF
LAUDE

Functional: Findlay SGE =1.68 (LOF = PS3).
ACMG: PVS1 + PS3 + PM2_S + PP5 =
Pathogenic.

Olaparib first-line. Tamoxifen safety for the

daughter (TP53+)7

LAUDE -
CPIC.TAMOXIFEN.CONTRAINDICATIO

NS
Dauahter onlv. Tamoxifen + BT contraindicated

OMICSNEX ANSWER

Pathogenic - PVS1+PS3+PM2_ S+PP5 -
PARP-1 Tier-1A

AR —

/]
variant anchors

ENTERPRISE

TUMOR_BOARD
PROTOCOL SIGNED

SLIDE @5 / 15



CaseNex
admit + case-8681

A 45-year-old Caribbean + Sephardic woman presents with bilateral breast
masses.

Family history of early ovarian + breast cancer. She belongs to a cohort with <0.2% representation in
BRCAT1/2 trials. case-001 is about to be authored on her admission

CaseNex - admit

C

L' LAUDE

SLIDE @6 / 15

. S

Caribbean ancestry, strong

case-001 walks In
PATIENT BRIEF raAaSE-nN ADMIT PACKE S ADMIT e

LAUDE

FPulling three published cases. C S bb B. I t I

Closest match: case-001 a rl ea n 8 I a e ra &

(BRCA1 c.5266dupC, 45F

o A5F - mixed Caribbean (Trinidadian) + Sephardic ancestr [+0 bilateral, Caribbean ancestry) U n d e rre pre Se nted
Rilateral breast masses on self-exam - 4dem R + 2.5cm presents to ER - admitted to floor - BMI 24.8 = | =1

— peer-signed by @adrienne +

@anil, evidence tier 1A.

?1 Real patient, real variant, real cohort gap
45F Caribbean + Sephardic admixture - BRCA1 ¢.5266dupC founder variant - =0.2%

... Mother d. ovarian ca age 52 - maternal aunt breast ca age 38 - maternal grandmother breast ca age 41 =) “what's the cohort coverage
aeneratian .5- a3 nfirn S autosomal aominant L. Jtieri = anefics consull oraerad LI at-risk on II_‘hJ"E- 'I.-"'r':'ll.l'_l'l-E'ul".lI.:::“I'I FEDTIEEEﬂtEtiDH iJ'l pUb“ShEd BHEAP.IJ'IIE TI’iEl| EDhDrtS.

LAUDE

3 Caribbean + Sephardic
carriers documented in 14 Sarah types one line. LAUDE pivots to case-001 (peer-signed by @adrienne + @anil), surfaces

72 LAUDE finds precedent in seconds

Imaging: bilateral BIRADS-5 - core-needle bx pending
188 D A Drmm irramt ilar Furmeasbimie ol IR | - months. You're about to be ACMG criterig, flags the Caribbean cohort coverage gap.

the 4th. The Sparse Matrix

paper says <0.2% 23 CaseNex is the operational answer to the paper

representation in BRCA1/2 Hadley Lab "Sparse Matrix" paper (medRxiv 2026-05-05) showed =40% under-
trials — CaselNex is the
Initial orders: lllumina TruSight Hereditary Cancer panel - referral to Onc + GenCounseling operational answer.

i i i ¥ " i LA & i g i J - A = Tl | I | e - . 'i
i | . | ¥ M | el 1 e | Ll P = =0 I 10 . =i | . el | R i
T ' § b R = g _.'I. 1 &) A | 1 A o ; LA . § | LAk . N i = fa g s . 1L ool

representation. CaseMNex bundles the patients who don't exist in published cohorts — until you

pupblish them.

. = - e 1 ol | | e . . . . iy - @ e it f
| i1 | bl | Y & | i | Pk £ | {1 I': i | | | | l g
|| .I- - - .I .I .. II. I. o 1 I L] ! .. " | . I.II.I a .I- - .II.
| | | |

24 The case walks the whole system
Same case-001 reaches Marcus (MS3), Adrienne (FACMG), Anil (PM attending), the OncoMex

tumor board. the Caribbean cascade. One artifact, five tiers

- » , Caribbean + Sephardic admixture cohort: <0.2% in BRCA1/2 trial cohorts UNDER

| 1 |
. | et - - & | 1 il | g = = = S — . -
II I II | I.I | II ' i .I I ; ..II o I a 1 I T | | i : 1 .I 1 I I .I
II II I. . = n | | | DR | .ll II | L | | I n .I.I I mams N .I II .I

CANONIC NEXUS
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s 1 LT A e A UUVLILE Y o 'I.I LY LSS N R I' | 1A M) |

|

E -.I | SR
1. = o |
. | | .ll -

LEDGER - CASE_PUBLISHED - CASENEX_CASE_UTILITY_SIGNAL



6:47

A L

AnkiNex - card #17

Ologvy - Heredita

2 PTEN # GENOME # COWDEN SYNDROME M
NM_000314.7 (PTEN):c.388C>T

pAargla3dler - nonzsenss (FTC) - loss-af-tunclion - AYA gastne ca [ Cowden syndrome - cohort diffscully 0,72

ACMG[AMP 2015 Interpretation

PTEN ¢.288C>=T 15 a null varlant in PTEN. Loss-of-functon mechanism established (Marsh 19599 Tan 2012). PVET + PM2_Supparting + PP4_Strong = Pathopenic

PVS1 oirang Mull variant (nonsonsa, codon 120 of 403} in PTEM = astablished | machanism (MM At T8 Ena 2008
FMZ_5 U PO e Abcant Tream anamAl ull Bor-ranc:
PP4 5 Strong

Verdict Fih T HCHaE MR PY'S PMY Suppodting = PP4  Sireng <+ Pathvgenic per Richards 2005 « Clintzen PTEN YWCER i

Why this card flags

ver hinges on PTEN = PIZKJAKTIMTOR pathway loss = epithelial prodiferation in AYA gasiric. Cohort difficulty 8. 72 (top 3 of deck) -

Anchors

FLINVAR CLIMNGEN VCEP
YOV 2803 F - 2-star reviedwed by acpert panel |Clinkben PTEN YEEP], |

COEMIC A1 M MEGEGEMN

FOUNDATION OMI OHOMAD

F'li:[:lh: it pranot FETER b | #nbaried of AH i & s ey T & ALY . HELU-=D06 5 T - ANCET 0o : '::||'11EM-E||B|EIE- = oeid | barasnbetieu

[ Ad Faculty-signed by Adrienne, FACMG

Useful Anchored my interpretation

LAUDE

“show me the hardest PTEN

AYA card this week”

|l AUDE

Calling cards.searc
variant.pull anchors..
Card #17 - PTEN c.388C>T.
Cohort difficulty 0.72. Pulling
anchors:

ClinVar/VCVooal1l28037 -
CLinGen/PTEN-VCEP -
COSMIC/PTEN -

UMIM/ 1583580,

“why Is this hard? what does

3 A

the cohort miss?

LAUDE

Calling

cohort.difrticulty signal

62% first-pass pick mismatch
repair. Correct path: PTEN =
PISK/AKT/mTOR - epithelial
proliferation in AYA gastric.

ACMG verdict PVS1T + PM2_S -

PP4_5 = Pathogenic per

Richards 2015 + ClLinGen

) AnkiNex
study -

Marcus is a medical student. New case on the floor — the 45F admitted last night.

LAUDE is the driver, The details are the evidence, He asks LAUDE for the hardest PTEN AYA card. LAUDE

renders card #1/ with the full ACMG/AMP table, ClinVar /| ClinGen [ COSMIC | OMIM anchors, faculty
signature,

SLEDE 87 ¢ 13

- k| ' & S o roE R A : = T o B " | = "
i i i o o & Fodd il = | ey . A I i i i i 1 smm .
. J'I i { | . 5 - 1 = i F g | ! i : 11 11 . = 15k 01 F 1

Marcus preps for rounds.

21 LAUDE is the driver

One natural-language prompt. LAUDE returns card #1/7 (PTEN c.388C=T) with full
ACMG[AMP detall. The details are the evidence.

a2 ACMGJ/AMP 2015 in one screen

PV51 + PM2 Supporting + PP4 Strong - Pathogenic. Every criterion cites Richards
2015 + the ClinGen PTEN VCEP rules spec.

3 Anchors are real
ClinVar VCV000128037 (3%, ClinGen PTEN VCEP) - COSMIC FGE entry - OMIM 158350
(PHTS). Every anchor resolves to a public URL.

04 Cohort difficulty drives faculty re-review

0./2 cohort difficulty triggers ABOPM faculty re-review. Marcus's tap fires
ANKI CARD REVIEW and hash-chains to case-001.

CANONIC NEXUS

Lab/ANKINEXA/aecks/stepd

L EDGER - ANKI CARD_REVIEW LOLN

g =1 o e " ._. ™ 5 .-' " o | I....I.
| :I. ! L [ i ! l '-.II-I L .II

i —
"

card #1/



CaseNex
precedent - case-001

Sarahis a PGY-2.5he just admitted the 45F bilateral-breast patient and needs

precedent.

C CEEENEK: . L) LAUDE B.1. She asks LAUDE for a Caribbean-cohort match. case-001 surfaces — peer-signed, tier-1A, ACMG

criteria fully traced. She orders the panel and pulls the cascade protocol in two taps.

S

PVS1 2[2 +5

"walk me through the

ACMG/AMP call for

SLIDE @88 / 15

c.5266dupC”
% PUBLISHED
LAUDE

e S Sarah finds precedent.
1A absent in gnomAD non-cancer. peer- Sig ned . H ash = cha ined .

PP4_Strong: phenotype-
P IR o EACMG | (ABOPM Caribbean + Sephardic : : .
;. Peer-signed: @adrienne ( ) - @anil (At ) HASH e b 21 Case-bundle is the unit of evidence
" | o Pathogenic. Not a paper. Not a chart note. A case-bundle: peer-signed by two ABOPM-credentialed

. BRCA1¢.5266dupC - ClinVar VCV000055638
ACMG/AMP: PVS1 + PM2 Supporting + PP4 _Strong = Pathogenic

genotype match in 3

Hasn-chain lockead - COIN minted +5 - CASE_PEEK_REVIEW _SIGNED %2

authors, hash-chained. COIN-minted. content-addressable, federated.

.~ Gascade screening protocol - siblings + daughter P “order panel and pull cascade

02 ACMGJAMP criteria live in the bundle

PV51 + PM2_ Supporting + PP4 Strong - Pathogenic. Every criterion traces to public-
database evidence (ClinVar VCV, gnomAD, PharmGKB).

profocol?”

LAUDE

lllumina TruSight Hereditary
N=4 Cancer queued. Cascade

3 Caribbean + Sephardic carriers in 14 months - case-001 is the 4th

LN I A =l | 5. | - TaT=T=0 . | 1 il ! 11 . r el e =TTk . | e . ; I
o= BT | S o2l =alUl IS ) o= | Uk | D L Lee L el | |SE2= ol DL Willalal) e

e _ | 4 n3 CaseNexis the RWE gold standard
ohort.gap check returns O published protocol opens at
APPS /CASENEX/cases/case- 2 peer signatures gate CASE_PUBLISHED. HIPAA-deidentified by construction. Caribbean
@01/protocol. Toronto cohort first-class, not afterthought. Open reading - credentialed authoring.

Surveillance schedule auto-staged from bundle Protocol surveillance flagged if
IR\Breast MRI annual from age 25 (proband + daughter) - mammo + USS alternating Q6mo - TVUS + CA-12¢ sLHED a daughter cascades into LFS. n4 Sarah orders the [JEI'IE|; LAUDE federates

i I o e i L ot JILW ) Wiwt- )

One tap orders TruSight: LAUDE simultaneously opens the cascade protocol for the daughter,
flags Toronto Protocol surveillance in OncolNex. Cross-NEX handoff is the unfair advani:
Bundle hash-chain: 8d406f0 - b498542 - acaa8ce
PUB CASE PEER REVIEW SIGNED =2 - AMCHOR CITED =/ - CASE PUBLISHED - open-read - 218 reads / 14 days - Z106R CUpen the cascade protocol
v CANONIC NEXUS

i | | i L -y YN rE ra 4
N - % o B BN & ' fy & 5 o | ~Saly, s ~idl ¥ a0 F) 3 - LA | AV . =
: II : II I .I I L] I .I II L .I I I I I. B L] .. - LI I I L | l. .II I i o 5 - a I L] I J ! II .Ill I.II L] .I L : II II 5

_EDGER - CASE_PEER_REVIEW_SIGNED x2 - CASE_PUBLISHED - +5 COIN




a
11:18
- OmicsNex - cls-brcal-c5266dupc T
eBRCA1*17Q21.31 *GERMLINE *TUMOR SUPPRESSOR *HBOC Ad

NM_087294.4(BRCAL) :c.5266dupC

p.Ginl /abProfsler/4 - frameshift exon 20/23 - foundger allele - case-001 (45F, mixed Caribbean + Sephardic) - 3 carmers [/ 14 mo @ MSMC

PATHOGENIC - ENIGMA VCEP CURATED - CLINVAR VCVOO00055638 - 4-STAR

ACMG/AMP 2015 - ENIGMA BRCA1 VCEP RULES-SPEC
CRISTREVIDENCE + RULES-SPEC CITATION PT!

PVS EtroNgll variant (frameshift, premature stop) in BRCA1 — established LoF mechanism (OMIM 113705; Tavtigian 2018). Variant before +8
last 50nt of penultimate exon — NMD-predicted per VCEP decision tree, ENIGMA rules-spec v1.1.80 &
PV51. Trameshift

PM2 SSippoctiviD v4 non-cancer: 1het [ 1.3M alleles (AF 7.7e-7). Stratified absent in nfefsas/amr/afrffin/as|; 1 het in mid (Middle Eastern). +1
ENIGMA & PMZ Supporting — Supporting downgrade per VCEP.

PP4 SSoRpgenotype-genotype match uparaded: 3 unrelated Caribbean+Sephardic carriers in 14 mo at MSMC (case-001/007/014). Al +4 Ad

bilateral breast Ca, strong family hx ovarian; founder context in Iragi/Mizrahi cohorts (Levanon 1997, Gabai-Kapara 2014). ENIGMA
§ PP4 Strong threshold met.

B51Not AF 7.7e-7 below disease cutoff. ENIGMA § BS1 cutoff le-4 notinvoked.
met

PS3 Not SGE function score =1.68 (Findlay 2018) available; not double-counted with PVS1 per VCEP rules.
invoked

IN-SILICO PREDICTIONS
D.847 N/A N/A A 0.12

FUNCTIONAL EVIDENCE + PROVIDER ANCHORS

CLINVAR 4%

VCVO00055638 - ENIGMA expert panel
Pathogenic since 2018 - 12 submitters, O
conflicts.clinvar/55638

COSMIC

FGE entry - BRCAT tumor suppressor - 87
distinct LoF variants reported in HBOC.
cosmic/BRCA]

FINDLAY SGE

Saturation genome editing, HAP1 cells
Function score =1.68 = loss-of-function.
doi:10.1038/s41586-018-0461-z2

FAMILY PEDIGREE + COHORT CONTEXT

PROBAND - CASE-007 COHORT - MSMGOG SOUTH-FL
45F - bilateral breast Ca - BRCAT ¢.5266dupC heterozygous. Mother 3rd Caribbean+Sephardic carrier in 14 mo. case-00/: 51F bilat L
d. ovarian Ca age 52 (untested). Maternal aunt breast Ca age 38 breast (Cuban-Sephardic). case-014: 4 /F unilat + ovarian (Cuban-
(untested). Cascade flagged — daughter age 38&. Mizrahi). Cohort tag south-T l-caribbean-sephardic.O

Ad

LAUDE

“classify BRCAT c.5266dupC

g

under ENIGMA \VVCERP"

LAUDE

Calling variant.pull_anchao
vcep.rules spec(ENIGMA,E
+ gnomad.stratified fTreg
ClinVar VCV000055638 4%
SGE function =1.68. gnomAD v
stratified: 1 het mid, absent

everywhere else.

"walk the rules + check our

ﬂ'-!f.lﬁ.;:u" [ thres f",l ) |'I|i'.|'l o

LAUDE

PV51 Strong: frameshift,
NMD-predicted. PM2_5:
1/1.3M, VCEP downgrade.
PP4_S: 3
Caribbean+5Sephardic carriers
N 14 mo = VCEP PP4 strong
threshold met. Combined:
Pathogenic. BS1 not invoked
(AF below cutoff). PS3
available but not double-
counted with PVS1.

a 1.0

“cohort gap + downstream?

LAUDE
Calling cohort.gap_check..

-I L mi=Tm =lisliakF-lads

Adrienne classifies. The lllumina panel returned BRCA1 ¢.5266dupC.

Genetics consult, 11718am. She opens OmicsiNex. LAUDE walks the ACMGAMP 2015 rules under the
ClinGen ENIGMA BRCA1 VCEP rules-spec — functional assays, gnomAD non-cancer stratification, in-
silico predictions, family-pedigree cohort. PV51 + PMZ_Supporting + PP4_Strong = Pathogenic.

Ad

submit queues peer-sign for Anil + Irman.

SLIDE B9 7/ 143
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Adrienne classifies.

21 ENIGMA VCEP rules-spec walked end-to-end

PVS51 + PM2 Supporting + PP4 Strong - Pathogenic. Every criterion cites the rules-
spec line; BS1 + P53 explicitly considered and dismissed under VCEP guidance.

n2 Functional + in-silico anchored

Findlay SGE -1.68 (LoF) - BayesDel 8.847 - SpliceAl no effect - ClinVar 4-star (ENIGMA
expert panel) - COSMIC FGE entry. Every anchor public.

23 Cohort is novel evidence, not a footnote

3 mixed Caribbean+Sephardic carriers in 14 mo at MSMC. O published cohorts in this
admixture. case-001 is the fill — and the byline.

n4 Submit fires the ledger chain

CLASSIFY on submit. Peer-sign queue: @anil (ABOPM) + @irman (FACMG - MSMC).On
2nd signature: bidirectional bind to case-001; ClinVar resubmission under ENIGMA VCEP.

CANONIC NEXUS

RS . il s /OMTCEMEY /7 N ot S i [~ CRE
Il LC <« /7 Nad Ley Laby 1k AL LLS—UDI Lal=L22000U

i A

| EDGER - CLASSIFY - CASE_PEER_REVIEW_SIGNED - ClinVar resubmii

"y OmicsNex
clLassity + Cc.3Z26bdupl



m OncoNex
tumor board

L
A Anil is the precision-medicine attending. Tumor board, 4 PM. case-001 is on the
_ agenda.
G CﬂNGNlC G?I_EHY ' EESE_GE” VIEW R L) LAUDE B.1. He opens Galaxy, sees the case feeding AnkiNex + OncolMNex + CaribChat. Asks LAUDE to propose a
SUETlIUI L - LIUSS=ariUiTialit LISLUVELY TITUUS new axiom in CANON.md. LAUDE opens PR #412. Two signatures merge it. COIN mints to all signers.
A
“where is case-001
e P SLIDE 18 / 15
propagaling :
ATTENDING - PRECISION MED - 4:02PM - TUMOR BOARD
CASE-001 - EVIDENCE CHAIN - GALAXY VIEW LAUDE
7 Case-001 feeding into: a
Okt r Anil sees the whole graph
) F AnkiNex (cards 1-22 signed .
=7 e by @adrienne) - OncoNex s
(oo roloco-010). And opens an axiom.
— [ CLASSIFY | CaribChat (Trinidad cohort
) [ PVS1 ] S : thread 89). All hash-chained. . :
A - e 5 ] 71 Galaxy is the federation IDE
b - E&drIEnnT [ I:i'.il'.._FEEI’E_RE'iItH]
A - H}dﬂ{,ﬁ - _ Every governed scope, every CANON. md, every case-bundle as a navigable node. Galaxy is
| PS3 | " - - rrnarl TR Propose new axiomn., every | o -
fam) | . ) {. ) [ case J e infrastructure — like LAUDE — not workload.
o\ cohort tag before merge”
(ova s case-001 i) I ” 02 case-001 propagates in five directions
[ BRCAT c.5266dupl ALIDE
PAXHOGENIC - TIERS A - st il | One artifact feeds: OmicsNex classification - AnkiNex cards 1-22 - OncoNex tumor-board
| clinGen | Opened PR #4112 against _ s . _
\ : [ = ] | APPS /CASENEX /CANON . md § protocol-014 - CaribChat Trinidad thread 89 - LAUDE's next discovery prompt.
| Constraints: :
- cata BT e Eca R e e 03 Governance via natural language
(= MUST Awaiting 2 " "propose new axiom: every case-bundle MUST declare a cohort tag.” LAUDE opens PR #4172
pe 0oy credentialed signers. CO against the governed CANON.md. Two credentialed signatures merge it.

P U o o mints to all signers on
/ Ficox | B | "“*ﬂ”“} o meraqe. n4 The ABOPM credential is the gate
e base N =" .

Open-write base (anyone reads, anyone proposes). Credentialed-write apex (only ABOPM-

credentialed signatures merge axioms or peer-sign case-bundles). COIN mints on merge.

CANONIC NEXUS
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OmicsNex - cascade

O

LFS Toronto CONTRA

w PEER-SIGNED %2

o TP53 €.524G>A (p.R175H) germline - ClinVar 4% BATHO
-+~ Two signatures: @adrienne (FACMG) + @adrienne (MSMC) +3 COIN
-, - Jamoxifen + radiotherapy contraindicated in TP53-mutant BRCA CONT

i
o [ ] | | [ ] ] L] L] ] I -
I | | 5 : | | . I i I L] i L | I. 5 .I L] 1 I - | L] 1 1 " [ | I I | i i I. i .I. .I L] L] [ | - | | | - | I ! | | L L] L] T | | - i | » - 1
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-nnHoronto Protocol survelllance activated for daughter
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Family pedigree - 3 generations - two pathogenic hits
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Daughter's surveillance calendar - first 12 months
SCHEID26-05-20 WBM-MRI MSMC - 2026-06-15 |
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Cascade propagates across the galaxy
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L' LAUDE

Ad
“cascade — daughter age 38,

any LFS hit?”

LAUDE

TP53 R175H germline on
panel — hotspot, DNA-
binding-domain. Combined
criteria PS3 + PM5 + PP3 +
PP5 = Pathogenic. Toronto
Protocol surveillance opens;

tamoxifen + RT contraindicated
per CPIC Tier-1A.

Ad

“co-sign — same MSMC
system, second reviewer

reg l:_-]r _!l-"ll 4

LAUDE
Both signatures captured.
cls—=tpa3—-rl/on—-case—gu]

hash-chained. +3 COIN
minted to each signer. Surfaces

in case-001's family-pedigree
subtree + OncolNex tumor-

board-protocol-014.

OmicsNex

L L] - I -
CadlE

Ad Two weeks later. Cascade screen on the patient's daughter, age 38.

TP53 R1/5H germline — a separate Li-Fraumeni hit on the same pedigree. Adrienne classifies. Irman co-
signs from MSMC. Toronto Protocol surveillance activates. Tamoxifen + radiotherapy contraindicated.

SLERE 1T ./ A5

The cascade activates.
Toronto Protocol on the
daughter.

71 Separate hit on the same family

Daughter (38) panels positive for TP53 R175H germline — a Li-Fraumeni hotspot.
Independent of the mother's ERCAT. Two pathogenic variants, one pedigree, two surveillance

protocols.

02 Cross-MSMC peer-signature
Adrienne (FACMG) classifies. Irman (FACMG - MSMC) co-signs as second reviewer — same

system, faster cycle. Hash-chain locks, COIN mints to both.

23 CPIC contraindication lands immediately

Tamoxifen + radiotherapy contraindicated in TP53-mutant breast cancer (PharmGKB Tier-1A).

LAUDE surfaces this as the classification merges — no clinician digs for it.

24 Toronto Protocol becomes a calendar
Whole-body MRI annually - breast MRI from 25 - colonoscopy from 25. LAUDE schedules the

daughter's first MRI from the cascade view. Surveillance is operational not a PDF.

CANONIC NEXUS
mManilc* /s /nan "MMIMILESNEX A ls=TD5S3=-rl1/Sn dase—=udl - Li=Fraumeni

CASE_PEER_REVIEW SIGNED x2 - +6 COIN

L EDGER - CLASSIFY



| An AnkiNex
gischarge - deck

Discharge day, 3 PM. Marcus is asked to walk the patient through what comes next.

M
311

He opens the Caribbean Cohort HEOC deck — 18 faculty-signed cards on bush-medicine context,
QECS PARF access, &l surgical pathways. Four reviews feed the cohort signal back. The system loops

) e

SLLUE 12 /4 13

o : _ -I : k| I
LN |
o | |

18 4 151 =

“discharge teaching for this

BERCAT, what should | cover?”
% DRAWN FROM CASE-001 € 100pP CIOSES.
LAUDE
&
i comepe el AU Marcus walks the patient
deck. Four are essential for this
T&T surgical pathways, family-
., Mastectomy + reconstruction - Trinidad | Tobago access S TCNED cascade discussion. Drawn 21 Discharge teaching is a deck

patient — Caribbean cohort,
.~ Pre-test counseling in obeah | bush-medicine context S TGNED 18 facuity-signed cards in the
... PARP inhibitor access in OECS ETEED patient: bush-medicine out
Olaparib availability - regional formulary - medical-tourism alternative: context, OECS PARP access, ®
Fublic Vs private surgical patnways - timing reiative to chemao - conor from case-001 + CaribChat Not a brochure. Not a stack of PDFs. An 16-card Anki deck signed by ABOPM faculty, drawn
191 sessions. from case-001 + 151 Trinidad CaribChat threads.

., -, Discussion guide for patient: family-screening cascade

II | i II 1
L= b o= - = o e ™ e - g . e = z = i o gl S Ty T i i B et o o M _ Dl
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“my review feeds back into the 02 Cultural context is governed

cohort?”

Diaspora handoff - T&T € Miami © Toronto continuity-of-care Obeah [ bush-medicine patterns. OECS PARP-inhibitor access. T&[ surgical pathways.

ash-chains across borders - PARP-i protocol valid Eric Williams Hospital + Princess y IGNED LAUDE Faculty-signed by clinicians who serve those communities — not generic patient-ed material.
oronto - no rework Yes. Each tap fires
ANKI_CARD_REVIEW. Your 4
Patient-facing pedigree visualization (3-generation, autosomal dominant) difficulty signal contributes to

Open-write base feeds the cohort

Marcus's ANKI CARD REVIEW events flow into the same ledger as 142 other MS3s. If cohort
difficulty crosses 0./, ABOPM taculty re-review fires automatically.

LiJ

F i
L] - L] I - I - ] II | | Il L] I I I L] [ ]
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the cohort baseline — if your
peers struggle with card #08,
ABOPM faculty re-review

74 The case becomes curriculum

case—-001 = AnkiNex cards 1-22 = CaribChat threads = ABOPM curriculum update = next
MS3's IT\E}FrWiﬂQ rouncls. One sianature. cdownstream forevel

Patient ANKI download - 8-card patient deck for the train ride home

. automatically. Open-write
| Stripped-down patient-facing language - QR code for siblings - ANKI_CARD_DOWNLOAD fires - family OR+SHARE i

base.

Cohort signal back to ABOPM faculty (auto-routed)
a If 4+ peers grad rd #08 above 0.7 difficulty, faculty re-review queue fires - community LEARNING.md row gets AUIU

N5 I. I pa ; |'. and !.L.': O l:-l' N
=T = '-._'-'_"Il":'::'I_-"_I'-_||'.|'-i:'_:;'.. E A M D M I E N E H U S‘
aGLE:/hadleviab/ ANKINEX decks/caribbean=cahort<hboe * ‘18 cards
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| EDGER - ANKI CARD REVIEW - ANKI CARD DOWNLOAD - ANKI DIFFICULTY SIGNA



Author up. Validate down.

The CANONIC credential circuit — the entire team contributes to validation through real community learning ledgers. MSMC team authors up the chain; ABOPM external board
peer-signs at the apex; Tier-1A evidence flows back down to the team + open-read public. Al contracts (governed by CANON) enforce the flow — credentialed-write apex
feeds non-credentialed-read base, never the reverse. Irman is the bridge: clinical practice at MSMC + ABOPM credentialed authorship.

Al CONTRACTS - governed by CANON - enforce: credentialed — non-credentialed (never reverse)

.

ABOPI’U‘I - CREDENTIALED-WRITE APEX

validates - peer-signs - governs every lier-1A write

1 AUTHOR - whole team — ABOPM

Marcus drills cards — Sarah opens bundle — Adrienne classifies — Irman peer-signs — Anil co-signs (different board)

I I AN DI G T G TEE S G T G T S G s e e

nil - ABOPM Board
MD MBA IFMCP ABAARM MifHI

C CASE_PEER _REVIEW SIGNED I

+ TUMOR_BOARD PROTOCOL - AXIOM_PROPOSED
(I_i, Ei %UILT |

= | VALIDATE - Tier-1A back to team + p

Y
CASS

PUELISHED: COIN minted upstream - COMMUNITY _LEARNING BSMOMOTED - ANKI D

MSMC - IRMAN'S CLINICAL TEAM

authors the workup - contributes typed ledger events

__-J__.H..-__.ﬂ..-__.ﬂ..-__.ﬂ..-

| THE BHJDGE

N o TS T S S G T G TEE 2

Marcus - MS3 Sarah - PGY-2 Adrienne - FACMG Irman - ABOPM @ MSMC
ANKI_DIFFICULTY SIGNAL CASE_BUNDLE_CREATED CLASSIFY - ANCHOR CITED cAEE_PEE\ﬁ:ﬂﬁyIﬁw_;mmﬁn_ ___________________________________________ _ 7
\ cohort-card grading + COHORT GAP FLAGGED ACMG/AMP + ENIGMA VCEP + CASCADE PEER SIGNED T
&
Y o aa I G EEE S M BN G BN G EE BN G B S M BN GE S S G BN A B G S BN G N S EE N A B G S B G N S S A B S S EE . -

CANONIC NEXUS Author up. Validate down. The credential circuit. SLIDE 13 / 15



CONCLUSION - THE AXIOM

A case is the unit of clinical knowledge.

Drop one case from your clinic tonight to feed a community of learning. The drop primes the pump in CaseChat. Al GOV routes the flow downstream — AnkiNex + OmicsNex compose the evidence — OncoNex is where
the knowledge lands for the right consumer. Every read mints COIN back upstream. I he chain compounds from there.

Ir"... , ’ -..“-I
__ ._-r Betas coming soon across the CANONIC NEXUS smte_ﬁ__,. iPad + iPhone : i0S 17 - TestFlight Q3 2026

Al GOV CANON
ce coniracth

enforces the flow of knowledge from credentialed-write apex to the right consume: SERVICES/AUTH - LEDGER - INTEL

LJ 18w
|:.:_!I_'_'_..||

T+45 min

COMPOSITE LEDGERS (INTERMEDIATE)

AnkiNex

cards.cohort _signal()

cohort difficulty -
faculty cards composed

DROP (ENTRY) LAND (FINAL LEDGER)

OncoNex

the right consumer

CaseChat

drop one case

case.bundle - peer-signed

from your clinic tonight specialist orchestrator

CASE_BUNDLE_CREATED
primes the pump

TUMOR_BOARD_PROTOCOL_SIGNED
final ledger - signed protocol

OmicsNex

[+8 variant.pull_anchors() I+1 hr - tumor board ready

ACMG/AMP + 7 anchors
composad evidence

T+30 min

REAL-TIME GALAXY - COMPOSITE LEDGERS — FINAL LEDGER

Drop primes the pump - Al GOV enforces the flow - knowledge lands at the right consumer - every read mints COIN upstream

Drop one case from your clinic tonight — feed a community of learning.

TestFlight invite tonight
A case is the unit of clinical knowledge. One mixed-ancestry workup, peer-signed by Irman + Anil, primes the credential pump. Al GOV routes the flow downstream. OncoNex is where the knowledge lands. Every read mints COIN back _
upstream — the chain compounds from there. galaxy.canonic.org/testflight - 105 17+

CANONIC NEXUS Drop. Compose. Land. The credential circuit, in real time. SLIDE 14 / 15



THE GROWING FEDERATION - INSTITUTIONAL PARTNERS

The federation iIs growing.

Eight institutions have already joined. CANONIC builds the credential circuit shoulder-to-shoulder with academic medical centers, health systems, and community partners

— from Miami Beach to Trinidad, from Riyadh to Madrid. Every partner brings their patients, their case histories, their voice. Together we make medicine that reflects the people E
TE PARTNER INSTITUTIONS, EIGHT AND COUNTING

ar
L
Advent Health ]I;[I*%}E F}}SFIE’[&?
ABOPM AdventHealth Howard University
[he board that credentials Florida hospital network Howard Mediclne — serving College of Medicine

Pprecilsiol—medlC LliNE

-~ K 1€ $ i
-._|||I L i1l S

FOUNDING CREDENTIALING
BODY

UWwi

LHLJﬁ'biﬂ“ Uf Lne Hf@t
Y

Indies + (Caribbean cohorts

LIVE COHORT

running the first pilot

PILOT SIGNED

L-Universita
ta' Malta

University of Malta

1
% S : = . n -I_ = ._ . -.!- d= = =
! L0 RY | O TR Ll Ld ) 14 L L%
cohorts islands matte|

IN CONVERSATION

S Tp— " . g - | P R
terranean and Maltese

cohorts traditional trials

MLSS

TALKS MOVING FAST

UNED

|_I|"'|

pain -+ reaching lIberian

and Latin American

patients

IN CONVERSATION

precision—-med curriculum

LIVE COHORT

Mount Sinai

MELFICAL CENTER

Mt Sinai Medical Center

Miaml Beach - where the

first case-90@1 began

HOME INSTITUTION

Pull up a chairr.

Every partner reshapes the chain. Bring your hospital, your residency program, or your patient community — we walk the first case together, and your name joins the federation alongside the eight above.

= partners@canonic.org

CﬂNGNlC NE)(US Eight in. The circult gets stronger every time another institution Lleans 1n. SLIDE 15 / 15



