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Educational: MPN Practice Pearls: Profiling, Pegylated IFN and Pregnancy

Pegylated interferon: The Who, Why, and How

Used for decades in a small number of patients with myeloproliferative neoplasms, interferon alpha has become a major
component of the treatment for these diseases thanks to the development of better-tolerated pegylated forms and the recent
approval of ropeginterferon alpha 2b for the treatment of polycythemia vera

Who Why

among patients with pegylated interferon compared
myeloproliferative neoplasms to conventional therapy

Careful exclusion of contra-
Improved tolerance indication
Start at low dose to improve
Well characterized safety profile

How
to use interferon safely

tolerance
y
£ ***** N\ High rate of clinical-hematological Titrate to achieve complete
{ 8 ) (HEMIA response hematologic response
At Diagnosis | " Risk Stratification THTH¥ essenTiaL i .
n " " ificati i ; Targeting of the malignant stem Consceliauadialcoss
< MPN driver mutation analysis < Identification of high molecular risk THROMBOCYTHEMIA . ceﬁs asgshown by high ate of M reduction in case of a sustained
% Extended NGS panel for selected mutations (e.g. ASXL1, EZH2, IDH1/2, > Highrisk > i i ‘deep molecular responses | e T Bz Pregnancy Outcomes in MPN Patients:
patients e.g. negative for classi SRSF2, U2AF1, TP53, RAS pathway) > Pregnaney >t Consider stonping treatment o Ratoas o705
5 5 e e o i e onsider stopping treatment in e Live Bi ates:
MPN driver mutations < Gui gt C transpl deci Potential disease modifying activity =+ patients who have both received at « Thrombosis: 1-5%
< To inform the patient h preliminary evidence of AT least two years of treatment after N
! improved event-free survival complete response and have * Hemorrhage: ~5%
[ ] achieved a deep molecular
Molecular profiling response
In MPN S -
L ion
Conclusion: pegylated interferon is a powerful and safe agent to treat a large number of patients with iferati
neoplasms, in particular polycythemia vera, provided its contraindications are respected and its tolerance and efficacy are
e i carefully monitored. It is also currently the only drug for which we can hope for treatment-free remission in selected patients. Dotaited obstatio Low-dose aspirin LMWH prophylaxis 6 weeks
e
4 ) . i postpartum
Select Therapy == ‘j Monitor Response history Cytoreduction +/- LMWH
< JAK inhibitors are effective irresp < Reduction of JAK2-p.V617F VAF Ki I a d 1 ia n JJ Stop hydroxyurea 3 E> prophylaxis in high-risk Continue aspirin per MPN
of driver mutation status ‘ correlates with improved event J . months before pregnancies care pre-pregnancy.
« Mutant CALR specific immunotherapies free and overall survival concepti
: b . ) ption. " i ing i
are in early clinical trials [ < Currently not a standardized test Target Het goals adjusted for Discuss breastfeeding if
<+ Perform in selected patients gestational age. cytoreduction indicated.

Chee A. How J.
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Topics

* Fenotipo di malattia e modelli predittivi.
* Terapie.
* Late breaking abstract: Andean enriched NFKB1 haplotype.
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Second Cancers & Autoimmune Disorders in PV and ET | n=968 PV/ET pts Mayo

* History of cancer in 30%; 404 cancers after dx « AID was diagnosed in 157 (8%) pts, 121 (6%)
(SC). before and 43 (4%) after.
* Pre-MPN history of AID did not affect OS, MFS,
e LFS, AT-FS or VT-FS (p=0.6).
SC-FS, including (p<0.01) or excluding (p<0.01)
NMSC, was negatively affected by pre-MPN
history of AID.

Female; N=1,106
Events= 190 (17.1%)
Median time= 40 years

Male; N=862
Events= 214 (24.8%)
Median time= 22.2 years

History of cancer before/at MPN
02 02 N=291
Events= 97 (28.2%)

P<0.01 P<0.01 Median time= 12 years

B T T JREE T B ENE > Increased risk of post-MPN AID and SC in
patients with pre-MPN history of AID.
_ R : : : » Significant association between pre-MPN
> Risk of SC significantly higher in older patients, hist £ AID and th bosis at MPN
men, if with pre-MPN cancer history and AID. !S ory(? and venous r(?m. osls a
diagnosis (?role of tumor-extrinsic

> Incidental venous thrombosis was associated . L o
) nflammation in thrombophilia and SC).
with subsequent SC, not NMSC. I on | phi )

SC-free survival
o
S

0SCOCCO et al.
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Homozygosity of JAK2 46/1 Haplotype is a Phenotypic Modifier in PV

The JAK2 46/1, or GGCC, haplotype, spans a region of 250kb in chr9 including the JAK2 gene,. With 4 SPNs that are in
complete linkage disequilibrium The GGCC haplo was found to confer susceptibility to JAK2 mutated MPN.
AIM: To assess the clinical correlates and the prognostic significance of GGCC haplo status in a large cohort of PV.

The CC genotype was significantly enriched in patients with a JAK2VF VAF >50%
(67.7% vs 22.0% VAF <50%; p<0.001).

1.0

0.8

n=231
(37.1%) cT

CT+TT (n=14/382) _
Median NR CT+TT (n=45/382)

Median 29.2y (20.8-37.6)
06 CC (n=32/240)

Median 27.9y (22.6-33.3)
HR 1.8 (95%Cl: 1.1-3.1)

VT-FS

p=.001

0.6

n= 662 PV pts

CC (n=70/240)
Median 20.6y (18.7-22.5)
HR 1.8 (95%Cl: 1.3-2.7)

Venous Thrombosis-free Survival
°
=
Myelofibrosis-free Survival
o
-~

.
N

MF-FS

=
°

p=.001

.0 5.0 10.0 15.0 20.0 25.0 30.0 35.0

.0 5.0 10.0 15.0 20.0 25.0 30.0 35.0
Follow-up (years)

Follow-up (years)

» Homozygosity for 46/1 (CC haplotype) is associated with shorter MF-FS and an increased risk of
venous thrombosis, in part possibly mediated by associated higher JAK2V67F VAF.

uglielmelli P et al.
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Working Group Risk Model for Survival in PV

IWG-MRT model for survival in PV.

Includes 3-tiered age categories,
leukocytosis (=15x10%/L), and venous
thrombosis, as risk variables.

AIM: to examine individual prognostic contribution from specific
leukocyte components, to construct a more contemporary
clinical risk model. N=736 PV patients.

(1) Age >70 years (7 points), 50-70 years (3 points)
(2) Absolute neutrophil coun

(3) Absolute monocyte count 0.8 x 10(9)/L (1 point)
(4) Arterial thrombosis (1 point)

i *  MVArevealed adverse survival
1.0 ’ .
vou impact for age >70y, age 50-
06— " 70y, AMC >0.8x10°/L, ANC
07+ s 2 05 1 >8x10%/L, arterial thrombosis,
.g 0.6 Median survival 27.8 years :é :gf:rpn;?:‘l:]te-lrlsk diabetes male sex
€ 0.5 a 04 <201y ! ’
3] *  Not in the model, SRSF2 4%,
. 02 g Poree IDH2 2%, TP53 2%, RUNX1
0.2+ - o 1.4% were risk factors in MVA.
- 959 N=474 0
0.1 M:iaggug;vﬂ/&:lgl&:&yzazrs 0 10 20 30 40 50
o0 0 1I0 I I I 2I0 3I0 I 4IO Yeors
Vaars » The proposed revised IWG risk model for survival in PV is globally

Tefferi A et al. 2013

applicable and based on four easily accessible clinical variables.

Ie”erl x et a|.
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Revised ELN Criteria in PV Identify an Increased Risk Phenotype for Thrombosis

e 739 PV treated with first line HU, 81.5% high-risk, 18.5% low-risk.
e AIM: impact of ELN-defined CCS on thrombosis risk.

MULTIVARIATE

mpecy  » Ono CSS B CSS
Persistent/Progressive 2 .:_ o 0.76(0.34-1.69) 050
Leukocyt :
' p<0.001
R — S
'
" ve Splenomegal I e oo ki ek U A i o o S A 6.10(1.70-21.88) 0.005
1
Inadequate Hematocrit SR S 3
CSS waon ' ° 2.20(1.36-3.54) 0.001
'
'
: ______ S RASIEaE o
: 07
1 —
1
IR THROMBOSIS, %P-Y

T
HR (95% C1) 1 Higher probability of thrombosis during HU therapy

'\ CSS= Clinical Signs and Symptoms

-
» CSS identifies an increased thrombotic risk phenotype independent of conventional risk categories,
supporting their incorporation in existing prognostic models.

Falanarl ! et a|.
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Prognostic value of Response to First-Line HU, according to IPSET, in ET

* The prognostic value of attaining CHR according to ELN criteria in ET is unknown.

e AIM: to analyze impact of achieving CHR to first-line HU in 1,080 ET patients from the Spanish Registry

of ET.
Risk Adverse features Management
Very low None Observation or low-dose
aspirin Complete Hematological Response (CHR) — LN criteria
Low JAK2V617F+ Low-dose aspirin - Normalization of platelet count (<400x10%/L)
Age<60 years, no prior thrombosis - Leukocyte count <10x10%/L
Intermediate  Age>60 years Cytoreductive therapy plus - Absence of disease-related symptoms
JAK2 wt, no prior thrombosis low-dose aspirin - Normal spleen size
IPSET-r

antaliestra et al.
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INTERMEDIATE RISK n= 261

Arterial events 7.2%
17y Venous events 3.7%
s Post-ET MF 6.0%

P <0.001

*IPSETr high-risk category
HIGH RISK n=675

.

15.5y

= CHR
— hon-responders

P=0.02

Yeors
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<0.001
9.3% 0.035
15.0% 0.003

criterion for second-line clinical trials.

antaliestra

» Failure to achieve CHR in ET is associated with worse survival,
12.5y higher thrombotic risk, higher rate of progression to MF.
» Failure to achieve CHR might be considered an eligibility

et al.
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Monocytosis is an Independent Risk Factor for Survival in ET: a Revised AAA+A Score

* 650 ET patients.

e 2 models for predicting survival in ET.
* Inage-adjusted UVA, a >0.8x10°/L AMC was associated with OS.

1.00 -
IPSET-survival *  AAAv2.0 model: Age, ANC (>8x10°/L), ALC (<1.7x10°/L), AMC
o Age (>0.8x10°/L), Arterial thrombosis history.
E Thrombosis history (1) Age 70 years (4 points), 50-70 years (2 points)
= 0.50 (2) Absolute neutrophil count 28 x 10(9)/L (1 pm'n‘t)
g oA E Leukocyte count b Bt e count <1y o3 (s i)
0.25 Median 125 years Sihgle pyakies 10 Low risk
Lo termediate=<0.001 (0-1 points)
<0001 kil «
0.00 Low vs high=<0.001 20-year survival = 80% . .
; R W 08 Monocytosis is an adverse
ime (years,
Triplo A (AAA) o o= prognostic factor in ET that
> ntevm? iate-2 ris|
2 - enhances predictive value
o a 04 20-year survival = 10% :;f?;?:":;e-1 -
% Median 26.2 years : N:E-Zzaz“ vva Ej Of t h e AAA m Od e I’ t h at IS
% 0.50 0.2 :iihzriskle-hninxs) II . I I
5 e equally simple to apply
025 Median 10.1 years Low vs intermediate-1=<0.001 O | .
o et oon | Age | worldwide.
| peooo nninerssr Absolute N count 0 s 0
5 o % % @ Absolute L count

Time (Years)

Loscocco G et al, BCJ 2024

|e”er| x et a|.
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A Phasel/2 Study of Divesiran, a Novel GalNAc Conjugated siRNA, in PV (SANRECO)
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BMPR

" Hepcidin induction —

% HAMP }_DNA

Hepatocytes

Macrophages

o’ Ferroportin

[}
V.Fe

Iron recycling

> Chopcidin )

Iron absorption

>
F

[s) ® =) o

Ferroportin

Enterocytes

* Hepcidin reduces uptake of dietary iron
and release of iron from storage cells.

* HJV/BMP/SMAD signaling pathway
induces hepcidin expression. TMIPRSS6
is a negative regulator of this pathway.
It is a serine protease which cleaves HJV

* Hepcidin levels are low to normal in
patients with Polycythemia Vera

* Therapeutic hypothesis: inhibition of
TMPRSS6 will raise hepcidin and
reduce iron delivery to the bone
marrow resulting in reduced
erythropoiesis.

Kremvanskava M et al.
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Divesiran is a 19mer siRNA conjugate, with target sequence and high knock-down properties to
TMPRSS6.
Specific modifications to allow long duration action.
Conjugated with tri-antennary GalNAc for specific targeting of hepatocytes via asialoglycoprotein
receptor interaction. Liver is the target organ.
Subcutaneous injection (Q6W x four doses in the study, followed byl6w observation).
3 cohorts: 3mg/kg, 6 mg/kg, 9mg/kg. Participants: n=21.

Mean Hepcidin per cohort o
Absolute Ferritin (ug/L)
20 = o qe
. 200+
- e |ncreases of hepcidin - canon
. - ohol . . =~ Cohort 2
g 151 il o <:| _ 150 o Colorts
. ! ? . _
= s0d T - = T [.1 A
%10 &1 1§ .‘ §100- ‘ ! | i ol 4 4
-] T A : E pe + - 1
o « | @ L ]
2 5. IREred ;{ i - . 2 ot I TTT A | @
1. A s 3 $ d f iti e S S o
TR g e G and ferritin isp N -
0 B 0 T 1 T T 1 Tama e e Tamn
T T T T T T T T T T T L P, Y @b- O O N D O O N D
LA LR AR IS P
3P SR 5. — RIS
LA RS I IR P 4 Days

Kremvanskava M et al.
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* Reduction of Hct levels over treatment * Reduction of pHL requirement
-~ Cohort 1 Cohort 1 ! E
- Cohort 2 (3mg/kg) . . :._
4~ Cohort 3 . . . -
Cohort 2
(Gmg/kg)i -
1
Cohort 3 1
(9mglkg) 1
10 . :
S T S S S S S S SO D DS SN S S PSS S B
\,{\,&565-%6@6\,{'\\@\60&\qu\\&'1« o A S 4 B o el é v E
Days ? ++++  Dosing

79 PHL prlor to dosmg, 5 in treatment period, 2 in FU

* Platelet count increased by day 29 w/o dose dependency, WBC unchanged.
\few AEs, mainly injection site reaction.

» These early results support further development of devesiran in PV.

Kremvanskava M et al.



Novita dal Meeting della Societa Americana di Ematologia

* iy Noviel ezl Mieeilnie)
@ .. @ POST-SAN DIEGO 2024 dallel SociaE Nnlade
¢l

AIM: To describe treatment patterns, blood count control, and use of PHL in PV patients who switched
from HU to ruxolitinib at US community practices. N= 443 of 10,112 included.

. o 1L HU to 2L HU to
” Elevated HCT >45% Overall 2L RUX 3L RUX
© (N=443) (n=317) (n=126)
= 416
é 21 Time from PV diagnosis to HU initiation, 1.4 0.4 19.2
€ p Seeme median (IQR), mo (0.03-13.5) (0-3.2) (5.3-27.8)
= . L s 1:6
O s s il Absolute duration of HU treatment,* 9.3 9.7 9.2
o . . - p median (IQR), mo (3.7-26.4) (3.6—27.5) (3.9-25.0)
_ > . Patients continuing on RUX at end of 170 118 52
2 . Elevated WBC 11 Ok study period, n (%) (38.4) (@Br-2) (41.3)
Y SN % =S
=0 - . 64 58
g L A 400 AnyUse of Phiebotomy B 9y, Number of Phlebotomies
iy z Conclusions
o oy . § g§ 15 » Patients switching from HU to ruxolitinib treatment had
0 . 7 : ; A £ 5 5 improved Hct and WBC count control
T ;‘g, é% 10 — Differences in percentages of patients meeting treatment
Elevated PLT >400k £ zz goals for Hct control compared with WBC and PLT may
g g5 5 reflect current treatment guidelines in PV*
i P 2 g * Patients required fewer phlebotomies to maintain Hct when
H = e g treated with ruxolitinib vs HU
2 0 ] Eya.ua&e & a6 & A strength of t_hese real-worlq t_iata is that they were collected
Patents, N _HU_RUX _HU RUX  Ppaflents,n= 3= = > from community oncology clinics across the United States
85200 9100 937200 851200 1L HU to 2L HU to 1LHU to 2LHUto . R L
0 . . . . . 2L RUX 3L RUX 2LRUX - SLRUX » These data suggest clinical benefits for patients switching to
! G e e k oo ) et Sornoitliset MOGROXssined ruxolitinib following inadequate disease control with HU treatment
el 2ottt . e 0 s UG i
* Among patients who had at least 1 phliebotomy.

emmaraju N et al.
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Ropeginterferon in Low-Risk Patients with PV

« AIM: efficacy and safety of Ropeg-IFN in low-risk PV patients (n=42) with rapid dose escalation
(250—>350->500 ug Q2w).

Figure 1. Complete hematologic response rates over time Figure 4. Change of JAK2V617F Allele Burden During Ropeg Treatment

W Al Low risk PV
EE HU Naive
@3 HUR/ —

@
S

w
)
o
=)

CHR Rate (%)
&

w

S
-
o

~
-]

JAK2V617F Allele Burden (%)

»
o

1)

o

)

Baseline 12 weeks 24 weeks 36 weeks 48 weeks

* 76% had >1 TEAE, mild or moderate, most common hepatobiliar function and alopecia.
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Ropeginterferon in Low-Risk Patients with PV

« AIM: effect of Ropeg-IFN on JAK2V617F VAF in PV patients (n=49) with rapid dose escalation

(250350500 ug Q2w).

Sex
male
female
Age (years)
Mean (SD)
Median (Min, Max)
PV diagnosis, months
Mean (=SD)
Median (Min, Max)
HU pretreated, no. (%)
HU resistance
HU intolerance
JAK2 V$ITF mutation
Positive
Negative
Baseline parameters
Hematocrit (%)
Platelets (10%/L)
Leukocytes (109/L)
JAK2V6'TF allele burden(%)

31(63.3%)
18 (36.7%)

53.0 (10.92)
56.0 (29,70)

44.44 (59.04)
15.5 (0.03,245.6)

0 (0%)
49 (100%)

49 (100%)
0(0%)

45.95
478.5
11.35
58.49

7049

61.20%
__ 60
£
w50
S
;; 40 Safety Results
< 30
s Treatment Emergent Adverse Events occurring in 210% of patients
H 7 B System Organ Class enirtizd)
7.75% Grade 1 Grade2 Grade3 Grade4 Grade5 Total
10
Brefered Term n (%) n (%) n (%) n (%) n (%) n (%)
T - T - - and nutrition di
Baseline M6 M2 M8 M24 Hyperuricaemia 12(27.3%) 0 0 0 0 12 (27.3%)
Hypertriglyceridemia 6(13.6%) 0 0 0 0 6(13.6%)
Renal and urinary disorders
Proteinuria 5 (11.4%) 0 0 0 0 5(11.4%)
Kaplan-Meier plot showing the durability of CHR Investigations
Alanine aminotransferase increased 13 (29.5%) 0 0 0 0 13 (29.5%)
100 Aspa i i 7 (15.9%) 0 0 0 0 7 (15.9%)
90 Lymphocyte count decreased 1(2.3%) 4(9.1%) 0 0 0 5(11.4%)
Neutrophil count decreased 5(11.4%) 8(18.2%) 1(2.3%) 0 0 14 (31.8%)
g 80 White blood cell count decreased 6(13.6%) 13(29.5%) 0 0 0 19 (43.2%)
= 704 Anemia 6 (13.6%) 0 0 0 0 6(13.6%)
3 604
8
€ 50
< 404
g
2 30
4
20
10
T T T T T T T T T T T
Baseline M3 M6 Mo M12 M15 m18 M21 M24 M27 M30

Shanshan Het al.
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Final Results from the Phase 2 REVIVE Study

e The phase 2 REVIVE study, investigating rusfertide in patients with PV met its primary endpoint and
demonstrated that rusfertide was superior to placebo in achieving Hct levels <45% and reducing or
eliminating the need for PHL in patients who were PHL dependent prior to study entry.

A Primary End-Point Analysis B Time-to-Event Analysis
The NEW ENGLAND JOURNAL of MEDICINE T e \loss Time to Phlebotomy Tirhie to First
2 of Response Eligibility Hematocrit 245%
§ 1004 1007/ 1007/ 100+ —
é zg- 8 g0 i 30- Rusfertide 30
ORIGINAL ARTICLE = _— £
£ 704 = =
3 ©
a 604 & 60+ 60 60
& 504 I S e N T ISR, B
1 1d1 1 1 S 404 8 40 - 40
Rusfertide, a Hepcidin Mimetic, for Control | £ @ 3 o — -
N=18) ]
o 2 e 8% 20 ( S 20 20 20
of Erythrocytosis in Polycythemia Vera ey . e
§ O_ O T T T T 1] T 1 C T T ) ! T T 1 C 1] T U T 1) T 1
K Placebo  Rusfertide 0 29 31 33 3537 39 41 0 29 31 33 35 37 39 41 0 29 3133 353739 41
Kremyansakaya M et al, NEJM 390:723 (N=29)  (N=30) Weeks
No. of Patients
Rusfertide 30 30 26 25 21 20 15 30 30 30 30 22 20 15 30 30 29 27 22 20 15
Placebo 29252212 9 6 5 29282512 9 9 5 29272512 9 7 3

* AIM: To present final results from REVIVE, including data from patients who received rusfertide for
more than 3.5 years

erts et al.
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. Symptom
8- =
i C— |
18 Fatigue (n=20)
214
End of Part 3| . =
Al =
. . . . o 15 —_.é
* Rusfertide consistently maintained Hct <45% for >3y. = Eary Satiety (=13
21 —
End of Part 3— . =, —
' —
i 15 =
— .4 18 Abdominal Discomfort (n=9)
xX ) 21
= 46 End of Part 3] : =
G 8- —
e © 18- Inactivity (n=12)
é 3‘ 21 E
; 44 End of Part 3 . 7j47
i —
w | 15+
3 43 18- % Problems With Concentration (n=14)
c 21
I3 i
g 42 EndoiPan:_ -
15+
41 18 — | Night Sweats (n=11)
- 1) —
40 + 0.5yrs 1yr 1.5yrs 2yrs 2.5yrs 3yrs 3.5yrs EndolBartas ——— I
n (Placebo) 2614 7 12: —
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Rusfertide improved several symptoms (MPN-SAF)
throughout study duration.
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Safety
e There were no Grade 4 or 5 TEAEs.
* Most AE were injection site reaction.
* Overall, 18 (26%) patients experienced SAEs.
» After more than 150 patient-years of rusfertide exposure, malignancies were reported in 11

patients (9 patients had skin malignancies)
* Seven thrombotic events (6 arterial and 1 venous) occurred in 6 patients; all had high-risk PV.

Conclusions\.

* In REVIVE, rusfertide added to PHL with or without CRT controlled erythrocytosis, provided long-
term durable control of Hct, and decreased the need for PHL.

e Patients in REVIVE rolled over to the phase 2 THRIVE OLE study (n=46, 79%), which will continue
to assess the long-term safety and efficacy of rusfertide for up to 2 additional years.

 The ongoing, randomized phase 3 VERIFY study (NCT05210790) is evaluating rusfertide + PHL
CRT vs placebo + TP + CRT in patients with PV.

erts et al.
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‘ Andean Enriched NFKB1 Haplotype Reduces Inflammation and Improves Response to RopeglIFN

* Aymarais a population that lives close to
Titicaka lake (3812m slm) in Peru, Bolivia, Cile

and Argentina that has adapted uniquely to high = o -
. NFKB1- e
altitude. * S\e 2o =9
=
- e ((: -
100 10) ¢ o €
9 - 9] . ¥
e
E . § “' g
g ) 2] : —
- el g
Z® | B Females ¥
2w Males :E, ol — Ethiopian, 3530m ‘
g » — Ethopian, 3530m| 3 *| «+ US. sea level
o «+ US, sea lovel 20 | == Tibetan, 4000m . .
. == Todnaoon | | - mandon  *  \Whole transcriptome analysis of GN, compared to
T MmuwRTwmRnm  Nunuwwuwwena European descendant, discovered enhanced
Hemoglobin concentration, gm/dL Hemoglobin concentration, gm/dL . )
Beall, CM, et al, An Ethiopian pattern of human adaptation to high-aititude hypoxia. PNAS, 2002. 99(26): p. 17215-8. |nf|ammato ry pathways’ pa rtlcularly NF-kB pathw-
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e Activation of NF-kB path is a primary driver of inflammation in MPN.
* Suppression of NF-kB pathway reduces disease burden in MPN.

* NFKB1 is the subunit 1 of NF-kB.

e Nfkb1’ mice display increased inflammation.

e NFKB1 SNP rs230511 is enriched in Aymara but also present in other populations

Aymara Quechua Tibetan Han Chinese European Yoruba

T: Aymara enriched allele Song, et. al. accepted by Nature Co

* AS-NFKB1 correlates with upregulation of HIFs and increased Aymara hemoglobin.

* Inin vitro TNF-a stimulated Mo, AS-NFKB1 showed paradoxical down-inflammatory regulation

ong J et al.
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NFKB1 haplotype enhances response to ropeginterferon Alfa-2b

* Ropeginterferon-a-2b (Ropeg) modulates inflammation through interferon signaling

* C/T genotype (58.6%) was more common in the patients who achieved complete hematological
response (CHR) compared to the non-CHR cohort (33.3%) (p<0.0001)

Non-CHR _
s CHR criteria
*  White blood cell count <10k/ulL
22.22 *  Hematocrit <49 % (normal

p<0.0001 hematocrit at >1000 m)
¢ Platelet count <400k/uL
(Note: Patients with cytopenia are

aC/C mC/T =TT SClc =Chiar classified as non-CHR)

~

» Might serve as predictive variable of hematologic response to ropeglFN.

e The IFNL4 rs3682348 diplotype has been associated with molecular response to ropeglFN.
Jager R et al. 2021

ong J et al.
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