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CASE

* 79 year old man
« History of high blood pressure
« Known CKD: 30mL/min/1.73 m2 (MDRD)

 Anemia (11.2 Hb) normoc.

« Fatigue

« Dyspnea IIB increasing since several months

« Diffuse arthralgia especially in the left arm

Systolic murmur 3/6 Aortic



000 ECHOCARDIOGRAPHY

« AVA0.75cm2

*  Mean Grad 29 mm Hg

« MaxGrad 40 mmHg

« LVEF 56% Svi 32 mL/m2

Extra VHD damage
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Pic du Strain Syst.

VA ferm

§6=-8.1%

Steain langitudinal
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DES low dose

AVA :0.77 cm2
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U CA score 439



000 CORONARY ANGIOGRAPHY
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« Still fatigue and Dyspnea lIB
« Still arhtralgia mainly in the leftarm

AV NI grad
No PPM
LVH + PE
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LAB / EM BIOPSY: AL-AMYLOIDOSIS

Symptoms, ECG, Echo, MRI, or Biomarkers
suggestive of cardiac amyloidosis

|
S for the p ce of am lonal protein

Order the following three tests:

- Serum kappa/lamba free light chain ratio (abnormal if ratio is <0.26 or >1.65)
- Serum protein immunofixation (abnormal if monoclonal protein is detected)
- Urine protein immunofixation (abnormal if monoclonal protein is detected)

albumin

alphal alpha2

1 or more abnormal l all normal
Bone Scintigraphy
Available?
Referral to Hematology and ]
v v
Biopsy of clinically involved organ Non-invasi luation with Referral for Bone Scintigraphy or
!t:fa:diac:lr renal) Ol’:IB' Pad; Bone Scintigraphy invasive evaluation with
at pad is negative, biopsy of involved = B Heart Bio|
organ is required - Positive Bone Scintigraphy e 2‘0:90 Redny
- Positive Congo Red and - 1_15sue typlr_ng' by mass spectrometry or
- Tissue typing by mass spectrometry or immunostaining
immunostaining
Negative or
yes no yes indeterminate yes no
- 3 1
Cardiac ' Cardiac i ] Cardiac
Amyloidosis Amyloidosis Amyloidosis
Unlikely Unlikely Unlikely
Consider

Heart Biopsy if
suspicion is high

gamma

beta
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AL-AMYLOIDOSIS

Newly Diagnosed MM

Not Transplant Candidate

1-Rd/VRD - len

Transplant Candidate

VRD or VTD / VCD if VRD not available
or Dara-based quadruplet induction
following approval

2 - VMP-Dara
Auto-SCT

or DRd following approval Maintenance

(Len for std risk;
Len+Pl-based for
high risk
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No Delayed Transplan
Outside clinical trials

Fibrillary
aggregates
(amyloid)

A

Monoclonal plasma cells, producing
amyloidogenic light chains

LCs synthesis suppression

* ASCT
*» Conventional chemotherapy

* Anti-plasma cell
monoclonal antibodies

* Novel therapies (e.g. venetocla

Amyloid breakdown

* Monoclonal antibodies
(anti-SAP, NEODO0O01, 11-1F4)

* Doxycycline

Heart transplantation for
irreversible heart failure



CANCER AND AS

« Cancer complications and AS can coexist

- Be aware of red flags

« LVH in AS can be adaptative but also maladaptative

- Absence of LVH regression conveys a poor prognosis

« A more systematic evaluation of LVH by CMR in AS ?

« Amyloidosis can infiltrate valves and produce Non-Ca aortic stenosis

« Cancer and CAD but also degenerative AS are sharing the same risk factors
and can coexist

« Which implications?
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1. Mortality is largely driven by cancer, and progressive malignancy is
a strong mortality predictor

2. Importantly, 85% of the patients were alive at 1 year, one-third
were in remission/cured from cancer
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CANCER, AS, AND TAVR

Cancer No cancer Risk Ratio Risk Ratio
A Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Landes et al 2019 6 215 22 731 37.9% 0.93 [0.38, 2.26] i
Mangner et al 2018 6 99 111 1465 53.2% 0.80 [0.36, 1.77]
Watanabe et al 2016 2 46 19 701 8.9% 1.60 [0.39, 6.68] —r———
Total (95% Cl) 360 2897 100.0% 0.92 [0.53, 1.59] B
Total events 14 152
itv: Chi2 = - P s itm ; t U {
Heterogeneity: Chi* = 0.70, df = 2 (P = 0.70); I = 0% 0.01 01 ] 10 100
Test for overall effect: Z = 0.30 (P = 0.76) No cancer Cances
Cancer No Cancer Risk Ratio Risk Ratio
B Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Landes et al 2019 16 105 50 537 43.2% 1.64 [0.97, 2.76] ——
Mangner et al 2018 19 51 209 1007 53.2% 1.80 [1.23, 2.61]
Watanabe et al 2016 1 8 21 235 3.6% 1.40 [0.21, 9.15] .
Total (95% ClI) 164 1779 100.0% 1.71 [1.26, 2.33] E
Total events 36 280
i Chi2 = e = c 12 =09 k t U {
Heterogeneity: Chi? = 0.13, df = 2 (P = 0.94); I = 0% 0.01 01 } 10 100

Test for overall effect: Z = 3.43 (P = 0.0006)
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000 CANCER, AS, AND SAVR/TAVR

A

Clinical outcome

p=0.02

TAVR preferred option _-1 II II ,W-ﬁ-

pe0.001

ETAVR ESAVR

TAVR less TE sttt

30-day readmission —

Vascular complications Su—

Femoral artery surgery

Venous

Transient ischemic attack

s Acute cerebrovascular accident ——
Acute kidney injury —
i Acute kidney injury requiring dialysis -—
© Blood transfusion ——
Cardiac complications e ——
Permanent pacemaker implantation —_—
Cardiogenic shock e

Acute post procedural pulmonary failure —_—

] Respiratory complications -
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Acue kidney injury
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000 CARDIAC AMYLOIDOSIS TTR/TAVR

Male Female
1001 100% i Cm—
071 80%
z
% _— 70%
£ 60%
2
§ 021 Log rank p = 0.99 50% 96
84
0007 - i : J - ] 40% 78
0 1 2 3 30%
Length of Follow-up, years 20%
Number at risk:
No ATTR-CA== 177 140 94 41 10%
ATTR-CAwm 27 23 16
0%

[' Rosenblum et al EHJ HF 2021 Castano et al EHJ 2016



CONCLUSIONS

« One train can hide another

« Amyloidosis can be a confounding factor

*  LVH (increasedT1)

* Low gradient

- Non calcified AS (Valve infiltration)

- Secondary/primary, both can be treated
- Management/Prognostic implication

« Cancer and AS represent a relevant entity

- AVR always a better pronostic than no AVR
- Staging of Cancer matters

«  TAVR is the best option

*  Progression of AS is rare
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