Danemia

Daprodustat

Composition

Danemia 1 Tablet: Each tablet contains Daprodustat INN 1 mg.

Danemia 2 Tablet: Each tablet contains Daprodustat INN 2 mg.

Danemia 4 Tablet: Each tablet contains Daprodustat INN 4 mg.

Danemia 6 Tablet: Each tablet contains Daprodustat INN 6 mg.

Pharmacology

Danemia contains Daprodustat, a reversible inhibitor of hypoxia inducible factor
(HIF) prolyl 4-hydroxylases (PH1, PH2 and PH3). This activity results in the
stabilization and nuclear accumulation of HIF-1-a and HIF-2-a transcription
factors, leading to increased transcription of the HIF-responsive genes, including
erythropoietin.

Indications

Daprodustat is indicated for the treatment of anemia due to chronic kidney disease
(CKD) in adults who have been receiving dialysis for at least four months.
Dosages and administration

Correct and exclude other causes of anemia (e.g., vitamin deficiency, metabolic or
chronic inflammatory conditions, bleeding) and Iron stores, Liver condition before
initiating Daprodustat.

For adults not on ESA treatment, Daprodustat starting dose is based on
hemoglobin level.

Pre-Treatment Hemoglobin
Level (g/dL)

Starting Dose of Daprodustat
(Once Daily Dose)

<9 4mg

291t0<10 2mg

>10 1 mg

For adults switching from an ESA, the Daprodustat starting dose is based
on the current ESA dose regimen.

Current Dose of ESA

Dose of
Daprodustat

Epoetin Alfa
Intravenous
(IU/week)

Darbepoetin Alfa
Subcutaneous
/Intravenous
(mcg/4 weeks)

Methoxy PEG
Epoetin Beta
Subcutaneous
/Intravenous
(mcg/month)

Once Daily
Dosing

Less than or
equal to 2,000

20t0 30

20t0 30

4 mg

Greater than
2,000 to less
than 10,000

Greater than 30
to 150

Greater than 40
to 180

Greater than or
equal to 10,000
to less than
20,000

Greater than 150
to 300

Greater than 180
to 360

Greater than or
equal to 20,000

Greater than 300

Greater than 360

*ESA=Erythropoiesis-

Stimulating Agent

24 mg is the maximum recommended once daily dose.

Dose Adjustment

Hepatic impairment (Child-Pugh B) & moderate CYP2C8 inhibitors (e.g.
Clopidogrel) : Reduce starting dose by half, unless already at 1 mg

If a dose of Daprodustat is missed, it should be taken as soon as possible, unless
it is the same day as the next dose. In this case, the missed dose should be
skipped and the next dose has to taken should be at the usual time. Double-doses
should not be taken to make-up for a missed dose.

Hepatic impairment: Reduce the starting dose in patients with moderate hepatic
impairment (Child-Pugh Class B). Daprodustat not recommended in severe
hepatic impairment (Child-Pugh Class C).

Method of administration

Daprodustat can be taken with or without food and without regard to concomitant
administration of iron or phosphate binders. Daprodustat should be swallowed
whole.

Contraindications

Strong Cytochrome P450 2C8 (CYP2C8) inhibitors such as gemfibrozil &
uncontrolled hypertension.

Precautions

Daprodustat tablets should be used in caution. It may increase the risk of
hospitalization for heart failure patients, may worsen hypertension, may cause
gastrointestinal erosion. It is not indicated for treatment of anemia of CKD in
patients who are not dialysis-dependent and may have unfavorable effects on
cancer growth. It is not recommended in case of active malignancy.

Side effects

Most common adverse reactions (210%) are hypertension, thrombotic vascular
events, and abdominal pain.

Pregnancy & Lactation

Pregnancy: Daprodustat can cause fetal harm and is not considered safe during
pregnancy. In animal studies, high doses caused miscarriage, low birth weight,
and birth defects, especially when the mother experienced side effects like weight
loss or increased red blood cells (polycythemia). Lactation: Breastfeeding not
recommended until one week after the final dose.

Drug Interactions

Daprodustat should not be used with strong CYP2C8 inhibitors such as
gemfibrozil, as they significantly increase drug levels. When used with moderate
inhibitors like clopidogrel, reduce the starting dose by half (unless already 1 mg)
and monitor hemoglobin levels.

CYP2C8 inducers such as rifampin may decrease Daprodustat exposure.
Hemoglobin levels should be monitored and the dose adjusted as necessary.
Overdose

Headache and gastrointestinal adverse reactions (e.g., nausea) may be seen with
acute overdose of Daprodustat.

Storage

Store in a dry place below 30°C, protected from light. Keep out of the reach of
children.

How Supplied

Danemia 1 Tablet: Each box contains 20 tablets (2x10’s) in blister pack.
Danemia 2 Tablet: Each box contains 10 tablets (1x10’s) in blister pack.
Danemia 4 Tablet: Each box contains 10 tablets (1x10's) in blister pack.
Danemia 6 Tablet: Each box contains 10 tablets (1x10’s) in blister pack.

Manufactured by:
b DBL Pharmaceuticals Limited
Surabari, Kashimpur, Gazipur, Bangladesh

C: 10400486
www.dbl-pharma.com

PHARMA




G| [tk

TG

GRS BiiRees: @ifsft BIRET Ay SIaAgToit wawNds » i |
CIATRRT & BIRweTs: @ifsfs Bres e Tiagshit wRkaas & frat, |
G 8 BIiATEs: AfS Gkt 9 Tiegstrt WRaTa 8 fraf. |
G & BITEs: 2/fSit SRt AR Siaigesiic SR & fra, |
FrfTEIe

TIIeTgesis g HIF-PH1, PH2 @32 PH3 w3 fept 39zt | «ft HIF
1-0 @32 HIF-20 5@ wigaef Bfefie a@ @ae @y 7= 30,
T T ZARATAG 717 HIF- Goreifere feeea Gremfassr i =i |
fRofe

TGN  lRTFWE W A fFef @ (CKD) e
Fere et Ty fAoifire, I FUTF 517 0T 4@ CRETRHPT
T A |

Tl ¢ AR

TIATGIBI0 OF FAF S0 TeXeTeld Sy FRe (@, fobifis
o, REOFR I A amkes WRF, ISUMe) @R SREA,
oS TR TANHT IO TJ |

@ AeIwE @ ESA fcr e s TR W, St ¢F
CIRIGIBIE T e corer Reacefew Taw Tow fofe o e
IART |

R-BEorS R ewee @i/, [Triergssit «3 girfie o (RRE 939i9)
<5 8 fara.
s frar

>5 (ATF <do

oFed e @M g sweTefe freaa (- Pugh Class B )
(Freta- Pugh Class C) @3 (3F(@ TiTeiigeGis A et 220 7T |
o g

TICATGIBIIG QRIS AT A RSl IR SR A FCFD 1RSI AL Qe
EHIRICH]

efefRoimr

@R @ WA sizmEm P450 (CYP2CS) 2B e,
(TGS BIRED (R TR @2 W WIS TH T&H1 AT
OIME CFE AfsTAre |

RISHICIO)]

TIATGT0IG BIRGEs Ao A IR I 8w | @it Tvag @
@M SR Sated YfF TS 21td, T IE5ed JfF qres 2ia
@I AR T FACS #I0F | SRR 70 @39 @Mwa ey
CKD @z s&igrex e ey «ft fwifae T e Fmiie ¢ arers
A | GBS TR (F@ CItegooit o S =7 1 |

“irf afsferat

AR AT ARSTFAT (250% ) 2N TH T&H1, LIRGF SIFAR 209 @
¢+ 3Rl |

TS '8 FAAITRICT

FOIRE: TIATGOIT S 4%q T o 0 FSRIR fFarom 77 |
AR TR~ (7l TR, @ a9 TS, T ST A
@32 TS GG (AT (7, RO 0 T4 @G GT SO T [ (@RS

>0 s fra,

@ ARTF @ ESA @7 RS wriaigssiit S, ot ey
oIS ore ESA azreR Wiaw Bon fofe s e st =3 |

ESA I$1w (wiet

a3 (oI

A ST
SIS
(SZZT/YR)

TR Serer
ARIFCB/
ST
(RIS TEIZ)

farcanfsy Tt
AR B
RSB /

BT
(RTGTT / TRT)

miE S I

R,000 G F% qI
AT

R0 (AqCF 9o

20 (AF Vo

3,000 €T @M AT
50,000 AT FY

wo @ @
(2TF S¢o

80 ¢ (A
&TF Sbo

y0,000 T @
A (A
R0,000 U Y

Seo @F @M
(ATF Yoo

Sro @3 &
(ATF VYo

20,000 O3 AN
3t @t

woo & @M

wvo @3 @

*ESA= TR Foreie aters
38 firal, ZET eife AT i T |

(TTe :

TFeeT FILFIRSIZT &g @ (Child-Pugh B) @3- T4 Wt CYP2C8

TARRGT (@ @ISt d=mF @R (F@: arfiE ©F [ES
FAC 2, A0 A @ FreeR S AT, WAt awet F A |
TIIATGIBII0 @3 (Ut o 20 @it T© Siurelle 799 a7 41 Sfbs, am
T @2 T AT (BT I 20 AR | AT (BT I 20T F3o7 war
(©rEs AW (qewl St ¢ SRSl (UE’ Frelfis AN (e $fw |
(Te 37 20T «F2 e 9239 (Bl (e $fbw 7 |

TSP Sfole Ja AR (ARPIERER) | ST TECW e
AT qF AR ~H€ Agyeh M (A K Al Tow |
CRCERERIE )

TG *fexe CYP2C8 ERRba @w (emerid@iies 7 o
IR F41 vw 7, I @b eqred Tiar Siwe @ i fce wid |
RN TARGT @ @FIfATee qF 0 IR FACET GFTS (T SHS
@ fire =@ (W T wwces » fran =w) a3 RamaE s fafis
A FACS A |

CYP2C8 2afe%aa (@ faerifeia Eitaessiit «3 Fidwifaet s fire
AT | TN St oRfwe 521 Bfow W32 TS (Oier =7 FA0e
A |

@Ry

TIRATEOIT 7 AfSfie TaR IR TR G FGECE o
AT (@, I ©F) AT @S AN |

TS

ST (ATF A, ©o°CT. SI@R [ICs A | e 674 FHrema i
T3 AL |

REEEIEY

SITATR S BIReeTD: @ifelb e 0" 016 GIRED (:x50f6) FE6R =7t |
CIHRET & BiiReEs: Afefs s g Sofb SR (Sx506) FeoR 21 |
CICAET 8 BriFeen: &ifst At qrarz Soft FRTE (dxd0f5) FGR #1ies |
SHCARRT & BIRTeD: fel ae T Sofb Bk (sx50f6) F6E it |

SFORITE
e TPl &ce
FRARIS, FIFTE, AR, AT |




