Active Form of Vitamin D3
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No. of Standard Commodity Classification for Japan: 873112

Bon-One’ Tablet 295 10x2)

Alfacalcidol

Approval Ne. 0.25ug (62AM)No. 871,

058 (62AM)NoSTL,  Liug: (62AM)No873

Bon-One™ tablet was developed by Teijin Lid., Japan, and is an agent for the improvement of Ca metabolism and for the promotion of bone

formation. Bon-One " becomes sctive form afier being metabolized into e

2L0H)-Dy by 25-hvdrosylase in liver and it acts on intestine,

kidney, parathvroid glands, and hone tissue to normalize serum Ca level, and improves various types of bone lesions, Bon-One ® wablet is
clinically confirmed o he useful in osteoporosis, chronic renal failure, hypoparathyoidism and osteomalasia.

< Composition = i 1
Each Bon-One” tabler comams 025 0.5 or 1.0 g aof alfscaleidol

< Indications >
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Ecopucal calcilication (calculus) around joints may rarely occur,
9 Onhers
Edema and or howrseness may rarely ocour.
4 Use in the elderly

pain;-home '—arisntion o The dowe dhould be reguired die 1o penerally Tower physiologic

lesions, @c) due 10 1h'.'f|'rr|¢_| vilamin n ﬁ,h'rhm‘n m the Fﬂ.lrllinl: congdiljons;
«C hronic renal (ailure
*Hypoparathyroidiam
*¥itamin Dresistant mckets and osteomalaca
* Dsleoparosis
< Dosage and Administration >
The dose should be adjusted with careful monitoring of the serum Ca level
* Chronie renal failure and osteoponosds;
For adults. 05 ~ 10 g s alfasciladol. of Bon-One® rablet s generally
adtmintstered orally once 2 day. The dese should be sdiused acoonding to the ase
of the panents and the sevenity of symploms.
* Hypoparathyroidism and other diseases associated with abnormal vitamin D
metabolism:
For adulis. 10 = 40 gg & alfacalodod, of Bon-One® tablet = penerally
admimistered orally once & dav. The dose should be adjowed scvomding 1o e
dicuses. ape of the patients, severity of symptoms. and the type of the disgases
Dwsage for childrenc
The general oral dose for children with osteoporosts fanges 001 = 003 pg
kg as alfacaloidol omee a day. and that for the other indwations ranges 003

o

funcirons.

5. Use during pregnancy
Deelaved onsification was observed in fetul rats a1 high doses Since the safety of
Bon-One® tublet during pregnancy has not been established. administration to
pregrant women or women sspecad in presnancy should be limited o the cases
where the therapeutic benefit is judged 10 outweigh the potential risks

6, Pedintric use
Acute toxicity in young rats 15 mone remarkable than n matured rats. For
sdmisistration o chiléren, BonOne * (abler should he carefully wsed 1o avoid
overdowe 1, by gradual dose increwse after initial lower dose under Close
monioring o serum Ca level, urinary Ca level, and psinsy Ca. Cr. ralio,

7. Onverdosage
Many cases of adverse reactions ape considered 1o be caused by hypercilcemia
Thersfore. i case of adverse reactions, mensoring of serum Ca levd is approgriaie
Refer 1o General Precautions. for the trestment.

&, Cautions in we {For doctors and'or pharmacists)

Instrustion for patients 1o administer the tabler only, afier putting it out of the Bl
pack. shall be 'a‘.l.]?l“l‘d.
9. Unhers

In cme of administration 1o patiests with hyperphosphatemia, the serum phosphae

~ QLipg'kg = alfscaleidol once 2 day. The dmtshmlh:lh:ld}ﬂd_i_ vl should be reduced using phosphate binders.

o wrding mwmwm-—

< Precautions =

I. Generul precautions

i1 To avoid everdose. the dose should be adiusted 10 keep the serum Ca level
within normal range by the peniodical monitorng.

(20 In cose of Wypercaloemin, treatmentt with BondOne™ table euld be dtopped
mmedizich. Afier the serum Ca level renems to nosmal. the treatment dhall be
reinmated &1 2 lower dose

Drug imeractions

(=)

< Pharmacology
I-Liluulng m"al adminisranon. Bon-One® tabla 15 rapidly absorbed mto blood
lu|;1'| iniestine and the Yposition of the vide-chain & hydroxylated. with 25
rovvlase of hepatic micosome, nto the final actve substance. Ta, 25(OHLD,
I: binds with recepliors 1 intastingl tract, bone and the other target organs, and
devddops ens of phasols -_c-...;l sanities. such @ promotion of Ca sbsorpiion from
intesting, bone resarption. and bong formation aan e
|, Promotion of Ca absorption from intesting and elevation of serum Ca "' *
Promaotion of Ca shsorption from intestine and ¢levation of serum Ca level wene

(1] Wlagnesi umr-contiaining prepasall o8 [Hypermagnesemia s 2. Promotion of hone formation

{2} Digitalis preperstions (In case hypercabeemia is coused by Bor-Ome® tablet, the
activity of digitalis prepuration may be increased to cause arrhythmie.)
Adverse reactions {rarely: <0.0% infrequently: 01 = <3% no specific
designation = 3% or frequency unknown)
1} Gastrolntestinal:
Anoreiin, Rauses’ vomiting, abdominal disention. diarhes. consipation, sbomach
pain, and/or stomach discomfon may infrequently ocur. Dyspepsia, oral
cavily discomfort and thirst may rarely ocour.
1) Psychoncurologic:
Headache 'dull headaeche. msommia feelng smitsad, wezknes
leitig Ol e, siecpiiios, falule o RIICY, Wik, PResDyL,
pain, shoulder siffnes, feeling of spasticity of the lower limbs, and/or chest pain
may rarely occur,
3 Curdiovascular:
Slight increwse of blood pressure und)'or palpitation may rarely oocur.
4} Hepatic:
Elevation of GOT, GPT, LDH. and/or +GTP may infrequently ocour.
5} Remal:
Elevation of BUN and/or sCr (indicating decreased renal function) and
renul caleulies may ranely pocur.
&) Dermatologic
liching and/’or rash may infrequently occur, Hot feeling may rarely occur
T Ophthalmic:
Conjenciival congestion may infrequently oocur
B Osspous

i

malanse. dizzigess

Dk

11) Bone rissue cubture '

A culture study with Lissue collected from 9-day old chicken fetus proved
ementiality of 1g, 2340H),D, for formation of normal bone.

{2} Nephrectomized rats *:

Bone meogenesis wus observed, after 30 days administration of alacukadol, in ras
with many mukiple bose absorption cavities, osteodd layer, and remarkubly
increzsad hypocalcification liver caused by submephrectomy.

13) Osteoporosis model rats (ovaniectomized rats ™'k
Long-term fed ovanectomized rals decrensed serum h:. 25-(0H1LD, level amd
mived cmlles bose & wll 35 Ca dopost muie Al of the deeriomation abane
were improved by adminsstration of Sifscalcidol 0.1 deirfuﬂ months.

(41 Usteoporosis model rats (hydroconisone-treated rats ™)

Longterm administration of hydrocortisone developed reduction in cumcellous
bone mass, bone conex width and bone compoments. Thess changs wene
mproved by administration of alfacalcidol 002 ~ 0.1 g/ ke/day for 12 weeks

{5} Senile osteoporosss (electron, light microscopic observations, hurman *)
Before and afier adminsrutions of Bon-Ome™ capsule, the specimens collected
byl beopsy wa observed by elecron/ light micrescopess. Osteohigotogecal
mprovements, sach @ increme in active oseoblisl, osteosyte and calcilicated
mong scrobiculus. were observed.

160 Iatake amount of Ca and the effect on bane resorption/ bone fermation";
in vitarun 1) detwaent rsts, led with vamiety amounts of La. diel, under
sdminestranon of alfaculcidol, bone resorption was observed in Jower Ca growp
and not m sufliciem Ca group.



< Pharmacokinetics > = , i — Appearance

Bon-One ® s whsorbed at small mlesting, and rapidly metabolized mio 1a. Top Bomom Side
ZROHNADy in liver ™ The peak serum leved is observed at § ~ 24 hours afier | { 025u8 | @ ) '
the adminisiration and the hall lile is 2 = 4 davs in normal adults with oral f —
sddmimstration of Bon-One' capaule 4 pg /day ' 0.5 pg
< Clinical application > - [ .
I, Clinical effect | ne)
Effect of Bon-One wablet in clingcal wrisls st 22 imstitunons (30 in totall 5 8 | 2 Physiochennical pmpemu of the mm :qmdsm '
ol lows. Crenemic name < Alfacalodol
(1) Chronic renal fuilure, ge, ™ = =2 Chemical name - 9, 0secochalesta-5, 7, 10 {19)4riene 12, 38-diol
In 127 cases. T09% (90/127) was eflective or very elfective, and £7.4% Molecular formuls : CpHu0,
(L 127) moderately effective or heter Maolecular weight - 4064
(2] Osteoponosis *! = Melting point 137~ 1470
In 185 cascs, 51.4% (95/ 185) was effective or very effective, and &59% Descripion - Alfacaleidol is white crystal or erystalline powider,

(159 [85) moderaiely effective or heater.

and is freely soluble in methunol, dehydrae ahancl. chloroform or
1 Adverse reactions mcludmg rhanges in laboratory data 4

dichloromethan, soluble 1 acelone or deethyl ether, and practically

Saley of Bon-Oine® tablei in 333 cases of chinical rials ar 22 instirurions | 30

il {l.ﬂ.ili I3 il bH R

* Chronic renal failure. ee. = = 2
Mo adverse reaction was noted in 142 cases. Mo definite change in
laborslory dita was observed,

- Dm.lmhi! Fo R
I 9] cises. only | cise of ecpemi (005%) was observed, I disappeated afier
siopping the administration. No delinite varistion in laborgion dala was
observed.

Safay of Bon-One™ capsule, which has an identical bioeguivalence in ADME
patierns 10 Bon-One® tables, in Q802 cases ar 1,356 instiutions (including the
data in MDA and 6vear-long PMS) is as follows.
* {Chronig rensd 1ailure
(gl In 707 cases in NDA. 60 e of adverse resctions (934%) were
observed. The most common ones were iching in 33 cases (467%),
wnoresia in 10 coses 11.41%), nausen vomitng in 10 cosss (1 41%). &c
(b In 1207 cases in Bagar-long PMS (O, 80 = O “86), 62 cass of
udverse resctions (5.14%0 included itching in X0 cases (1.66%) nauses
vomiting i |0 cases 10530, elevation of GPT in B casss (D66%), elc.
* Dsteoponosis
(a) In 3 cases in NDA. X e of adverse reactions (4.14%) were
observad. The most comman ongs wane anomyia in 5 caas 1] %),
Faalasdes, WOMALIE i 4 cases (DA a1c,
ih) In TAD8 cases in 1 83 ~ Oct 860, 100 cases of
adverse reactions {1.33%) were observed. The most common ones wene
levation of BUN/Cr. in 22 coses (0.3086). GOT in 13 cases (0.15%), GPT
im |1 coses (0U13%), w-GTP in 8 coses (0.0 1%), stomach disconformt in 7
cass (0L09%), e,
I Acute woxcity (LDy, we'ke) ¥ ¥
Mice l
> T E

.'mnia.l Rans
ST N B
Al .'|.|-'|'._.=’.'_”. 1
[Adminisiention | | | | | | |
2 Subacute and chrome toxicity
In Wistar rats given alfacalcidol #ug/ kg or bess for | month orally *, 50 pg
kg or bess Tor 3 months * and X5 pe/ke or less for & months ™. and in beagle
diogs given 10 g kg or less for | month orally * and 008g/ kg or s for 12
months ®, no remarkable abnormalin was observed In rus given 250 ke for
1 month and 0.1 kg for 3 = 6 months. and in beagle dogs given D.0=,¢
kg for 1 month and 002 ye ke for 12 months. In high dose groups, secondan
chunges due 10 overdose of alficalcidol were observed, e, atrophiss of the
thymus and gonad, and degeneration of myocardium and renal twbules. These
fmdings were recovered following discontinuation of the adminisration. |
} Reproduction shsdies
L3 g/ kg or bess was orally admanistered 1o rats, before and in the carly stage
of pregnancy *. organogenstic perod ™, and perinatal and nursing peniods 12,
and 0% kg or less to rabbits in organogeness aage * respectively. Nao
remarkzhle sbnormality was observed in ras at (15 pg/kg and rabbies ar 02 |
kg In high dose proups. defaved ossification. influences 1o the aonad,
reduction of fertility. increased fetal death rates. inhibiion of fetal develop-
ment. and reduction in nursing sctivity were noted.
4. Specilie 1oxicity
Mo abnormulity was observed in antigenioty and mutasenicity fests ¥
5. Absorption; Excretion in rats
Ruts orall given 04 kg excrered 77% of the dose inio the wrine and stool |
within 48 hours and almost 100% within 7 days . Rats given alfacalcidod for |
14 gonsecutive davs showead no sccumulason in the major orguns ™,
< [description
I. Description of (ke preparation
BonOne” wblet & 10 white, round uncouted tabler It his no odor. The content off
the wctive ingredient is indicated on the bl

Route

2 Storage
3. Shelf life

insoluble in waler or hexang
HiC-.,. M _CH,
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C hermecal structune
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< Handling Precautions -
1. Regulsiory Classificston: Powerful drug

3 years. Refer 10 the expiry date on the package.
< Package - i
Blisser package
035 05 10 gg
Botlad pockase

¢ 100 Lablets (10 tiblets = 10
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< Contact for references >
Product Planning. Information & Sales Promotion Department []
Teijin Pharma Limited
1-1, Uchisaiwaicho 2-chome Chiyoda-ku, Tokyo. Japan, 1M-8585
TEL: +81-3.3506-4053 FAX: +R1-3.3906-4498

Manufactured by

TELIIN PHARMA LIMITED
TWAKUNI PHARMACEUTICAL FACTORY
2-1, Hinode-cho, lwakuni, Yamaguchi, Japan

Store &t roum temperature shielded from humidity and light
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