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Background of the Invention 1. Field of the Invention The present iqygﬂhg%ms
relates to the oral delivery of parathyroid hornmone (PTH). Mbore
particularly, the invention is directed to the use of calcitonin in

conbi nation wwth PTH for the oral admmi-stration of PTH 2. Description of
the Related Art PTH studies done in animals and humans with PTH, PTH rel ated
peptides, and PTgagiahs@firaame ARl ed@0ubhdonE SAiULAGSSokfk | NCreasi ng
bone formati on and bone resorption and have pronpted interest in its use
for the treatnent of osteoporosis and Trelated bone disorders. However, the
clinical utility of PTHis limted by the occurrence of hypercal cem a,
hyper cal curia and nephrolithiasis. The occurrence of these potentially toxic
side effects and alterations in cal cium netabolismhave remai ned an obstacl e
to exploiting the benefits of higher dosages of PTH and have required, for
safety co ce&ns, th? pl asna._ concentrations of the PTH remain within a
narrom/ba%ﬁﬁLgﬁwﬂﬂ@Lhﬁigﬁﬂxﬁgbnic effects, largely nediated by osteocl asts,
coul d be sep bone formative effects, largely nediated by
osteoblasts,ﬁ?ﬁkﬁgeﬁémt'ggﬁpeutic wi ndow for oral PTH therapy could be

i ncreased. | n Ghapreaent invenforHelates toitheorrakdelivesyioiqearatbyraichhoehaerie RTH).
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reduction 1N Lhe bone resorptive surface area by osteoclasts and reduction
in net borier thegwt amipistratione! PAHa decrease in plasma cal cium concentration

there is a C?b@g&@ﬁ&d&r}ge feffddaGe 1N urinary cal ciumconcentrations, a known
risk factor for neghrolithiasis. The present invention describes a nethod

for orally adRfiTHist4diasidege prapifals @rd hrvacremdh RHS Rbrelardrsntides. aadRTHor PTH
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side effects and alterations in calcium metabolism have remained an obstacle to exploiting
the benefits of higher dosages of PTH and have required, for safety concems, that plasma
concentrations of the PTH remain within a narrow band. If the hypercalcernic effects,
largely mediated by osteoclasts, could be separated from the bone formative effects, largely
mediated by osteoblasts, then the therapeutic window for oral PTH therapy couid be
increased. In contrast to PTH, calcitonins reduce serum calcium concentrations by
interacting directly with osteoclasts resulting in reduction in the bone resorptive surface area
by osteoclasts and reduction in net bone resorption. Due to a decrease in plasma calcium
concentration there is a corresponding decrease in urinary caicium concentrations, a known
risk factor for nephrolithiasis. The present invention describes a method for orally
administering PTH which broadens the therapeutic window for PTH administration and
allows for the oral administration of greater PTH dosages without the potentially toxic

hypercalcemic side effects.

Summary of the Invention

Accordingly, the present invention is directed to a method for orally administering an
effective dose of PTH comprising orally co-administering to a patient in need of PTH an
effective amount of a PTH and an effective amount of a calcitonin.



2 4 NOV 2005 -2 Administration of PTHto primates results in increased

pl asma concentrations of serum parathyroid hornone and serum cal ci gng'l NOY 2005
Conversely the administration of salnon calcitonin (sCT) to prinmat

results is an increase in serum sCT concentrations and a reduction in serum
calcium It has now been found that the fral admnistration of a

conbi nation of PTH and calcitonin, while resulting in simlar PTH and
calcitonin plasma concentration |levels as those attai ned upon
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prevention of osteoporosis comprising orally administering to a patient in need of said

treatment or prevention a therapeutically effective amount of a PTH and a therapeutically
effective amount of a caicitonin.

The invention is also directed to a composition suitable for oral delivery comprising a
PTH and a calcitonin, e.g. for simultaneous, concurrent or sequential administration of the
PTH and calcitonin.

The invention is further directed to use of PTH and calcitonin for the preparation of
an oraily administrable medicament for the stimulation of new bone formation, e.g. for
simuitaneous, concurrent or sequential oral administration of the PTH and calcitonin.

The invention is yet further directed to a kit for the stimulation of new bone formation
comprising PTH and calcitonin suitable for oral administration together with instructions for
the oral administration thereof, e.g. for simultaneous, concurrent or sequential oral
administration of the PTH and calcitonin. '

Further features and advantages of the invention will become apparent from the
following detailed description of the invention.
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par at hyroi d hornone or PTH can be the full length, 84 am no acid form of
par at hyroi d hornone, e.g. the human form hPTH (1-84), or any pol ypepti de,
protein, protein fragnment, or nodifiedragnent, i.e. PTHrelated peptides

and PTH anal ogs, capable of mmicing the activity of hPTH (1-84) in
controlling cal ciumand phosphate netabolismto build bone in the hunman
body. The BT Jgr rrents wi'lt enerally incorporate at |least the first 28
N-term nal 1-28), PTH (1-31), PTH (1-34), PTH
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calcitonin or any combination of two or more calcitonins. The preferred calcitonin is
synthetic salmon calcitonin.
The calcitonins are commercially available or may be obtained by known methods.
The amount of PTH to be administered is generally an amount effective to stimulate
new bone formation i.e. a therapeutically effective amount. This amount will necessarily
vary with the age, size, sex and condition of the subject to be treated, the nature and
severity of the disorder to be treated and the like. However, the amount can be less than
that amount when a plurality of the compositions are to be administered, i.e., the total
effective amount can be administered in cumulative dosage units. The amount of PTH can
also be more than the effective amount when the composition provides sustained release of
the pharmacologically active agent. The total amount of PTH to be used can be determined
by methods known to those skilled in the art. However, in general, satisfactory results will
be obtained systemically at daily dosages of from about 0.001 pg/kg to about 10 mg/kg
animal body weight, preferably 1 pg/kg to about 6 pg/kg body weight.
The appropriate dosage of calcitonin to be administered will, of course, vary
depending upon, for example, the amount of PTH to be administered and the severity of the
condition being treated. Howaever, in general, satisfactory results will be obtained



t he pharnmacol ogically active agent. The total anmount of PTH to be used can
be determ ned by methods known to those skilled in the art. Howevery 4 NOV 2005
general, satisfactory results will be obtained systemcally at daily
dosages of from about 0.001 gg/ kg to about 10 ng/ kg aninmal body weight,
preferably 1 p.g/kg to about 6 pg/kg body_weight. The appropriate dosage of
calcitonin to be admnistered will, of course, vary depending upon, for
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forms. The dosage forns include solution emulsions, suspensions,
Syrups and"@lfWRPP@POUﬂdﬁ alp#8i tion to the PTH and/or calcitonin, the |iquid
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excipients commonly used in the art such as, solubilizing agents such as ethanol; oils such
as cottonseed, castor and sesame oils; wetting agents; emulsifying agents; suspending
agents; sweeteners; flavorings; and solvent such as water.

The solid dosage forms include capsules, soft-gel capsules, tablets, caplets,
powders, granules or other solid oral dosage forms, all of which can be prepared by
methods well known in the art, In addition to the PTH and/or calcitonin, these solid dosage
forms generally include a pharmaceutically acceptable delivery agent for the PTH and/or
calcitonin,

Suitable delivery agents are any one of the 123 modified amino acids disclosed in
U.S. Patent No. 5,866,536 or any one of the 193 modified amino acids described in US
Patent No. 5,773,647 or any combination thereof. The contents of the aforementioned US
Patent Nos. 5,773,647 and 5,866,536 are hereby incorporated by reference in their entirety.
In addition, the delivery agent can be the disodium salt of any of the aforementioned
modified amino acids as well as ethanol solvates and hydrates thereof. Suitable
compounds include compounds of the following formula |



powders, granules or other solid oral dosage forns, all of which can be
prepared by nethods well known in the art. In addition to the PTH Qudy{(yr2005
calcitonin, these solid dosage forms generally include a pharmaceutically
acceptabl e delivery agent for the PTH and/or calcitonin. Suitable delivery
agents are any one of the 123 nodified amno acids disclosed in U S. Patent
No. 5,866,536 or any one of the 193 nodified am no acids described in US
Patent No. 5,773,647 or any conbi nation thereof. The contents of the

af orenenti oned US Patent Nos. 5,773, 64 and 5, 866,536 are hereby
incorporated by reference in their jentifety. In addition, the delivery
agent can be the disodi um sal g2 of il t he gaf or @genti oned nodified am no
acids as well as ethanol solvateés T\{es ereof. Suitable conpounds
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wherein R, R2, R3, and R4 gl I lf'ly h?drogen, -OH, - NRBRY,

hal ogen, Cl-C4al kyt, or Ci- ; Is a substituted or unsubstituted
C2- Cl6al kyl ene, substituted or unswstituted C2- Ci 6al kenyl ene, substituted
or unsubstituted Cl-Cl2al kyl (aryl ene), or substituted or wunsubstituted

aryl (Cl1- Cl2al kyl ene); and R6 and R7 are independently hydrogen, oxygen, or
Cl-4 al kyl; and hydrates and al cohoggorilavat es t hereof. The conpounds of
formul a | aﬁ wel |l as their disodiumsalts and al cohol sol vates and hydrates
t her eof ar¥"d®8cribed in WD 00/ 059863, along with nethods for preparing
them The preffé[ RE @k deldi Rielry indgperidently Ieydrogen, -OH, -NR®R’, halogen, C,-C,alkyl, or

N- (5-chl orgqsal icyl oyl )-8-am nocaprylic acid (5- CNAC),

N-(10-[ 2- h§ﬁ$‘€h§9§énzoyl ] am no) decanoi ¢ acid (SNAD), N-(8-[2-

hydr oxybenzoyl Jing aejisstiprted draunachstitufSNAGE Raiklyléree substituteabo dinsubstitutkddt,s odi um
salts, ethanpl | v ' i t he hydrates of their
sodi um sal ?@%%”ﬁﬁﬁy&tbg‘i“ﬁ%? r??ap ﬁ%dkgtﬁ?i%g@(ﬁ%h#ﬁ%@%%)t psrugg @@F égr delivery
agent is tirsubstibtoed ami(€alalbfler®d)GC and t he nonohydrate thereof.

R® and R’ are independently hydrogen, oxygen, or C,-C, alky}; and hydrates and

alcohol solvates thereof. The compounds of formula | as well as their disodium salts and
alcohol solvates and hydrates thereof are described in WO 00/059863, along with methods
for preparing them.

The preferred delivery agents are N-(5-chlorosalicyloyl)-8-aminocaprylic acid (5-
CNAC), N-{10-[2-hydroxybenzoyllamino)decanoic acid (SNAD), N-(8-]2-
hydroxybenzoyllamino)caprylic acid (SNAC)and their monosodium and disodium saits,
ethanol solvates of their sodium salts and the monohydrates of their sodium salts and any
combinations thereof. The most preferred delivery agent is the disodium salt of 5-CNAC
and the monohydrate thereof.

The pharmaceutical compositions of the present invention typically contain a delivery
effective amount of one or more of the delivery agents, i.e. an amount sufficient to deliver
the PTH and/or calcitonin for the desired effect. Generally, the delivery agent is present in
an amount of 2.5% to 99.4% by weight, more preferably 25% to 50% by weight of the total
composition.

The compositions may additionally comprise additives in amounts customarily
employed including, but not limited to, a pH adjuster, a preservative, a flavorant, a taste-
masking agent, a fragrance, a humectant, a tonicifier, a colorant, a surtactant, a plasticizer,
a lubricant such as magnesium stearate, a flow aid, a compression aid, a solubilizer, an
excipient, a diluent such as microcrystalline ceilulose, e.g. Avicel PH 102 supplied by FMC



The pharnmaceutical conpositions of the present invention typically contain a
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amount sufficient to deliver the PTH and/or calcitonin for the desired
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primates, particularly humans.

The following examples serve to further illustrate the invention.

EXAMPLE 1

The following capsules are prepared as follows:

Capsules prepared from 400 mg 5-CNAC disodium salt/800 mcg sCT/800 mcg PTH
{Capsule 1A)

Capsules prepared from 400 mg 5-CNAC disodium salt/800 mcg PTH (Capsule 1B)
Capsules prepared from 400 mg 5-CNAC disodium salt/800 mcg sCT {Capsule 1C)
Capsules prepared from 800 mcg PTH (Capsule 1D)

The PTH is PTH fragment 1-34, commercially available. The sCT is salmon calcitonin. The
capsules are all prepared as dry blends by weighing out the individual components blending
them together to make a homogeneous mix and then hand filling 400 mg of the mix into
each capsule. For the PTH only capsules, the PTH is weighed out and 400 mg placed
directly into each capsule.



The foll ow ng capsul es are prepared as follows: Capsul es prepared from 400
nmg 5- CNAC di sodi um sal t/800 nctg sCT/800 nctg PTH (Capsule 1A) Capsul 2§ N0V 7005
prepared from 400 ng 5- CNAC di sodi um sal t/ 800 ncg PTH (Capsule 1 B)

Capsul es prepared from 400 ng 5- CNAC di sodi um sal t/800 ncg sCT (Capsule 1 O
Capsul es prepared from 800 ncg PTH (Cap;sjfll_e 1 D) The PTH is PTH fragnent
1-34, commercially available. The sCT is salnon calcitonin. The capsules
are all prepared as dry blends by wei ghing out the individual conponents

bl endi ng themﬁ}g et her to make a honmpbgeneous m x and then hand filling 400
ng of the MR % each capsule. For the PTH only capsules, the PTHis
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nonkeys f adtas@stiewsi ght prior to dosing and are restrained in chairs fully
conscious, for the_duratiop of {he st .period. The capsul es. are.

s ni ster ed vi IPEPERRATRe e AP AL B IE 4o ARSI B ra g s
are col | ectedbcinuis,dor the Bbratién &f th® siBy pdriod1The capsulds ark, administecbdbridha gavagaf t er

adm ni straft| I | citonin and plasma PTH are determ ned by
radi oi mmngdggzgi?wegﬁgqgﬁﬁn%t%?asm sal non calcitonin (sCT) and PTH results

from each grouplood smoplkege cafiected/atrlaged, abd.THhd, hdx 2,k Seend Ghiasnsiter
cal citonin .cal cul i - 2005 -8 TABLE
1 SALMON cﬁ%ﬁ‘?&%"ﬁ aﬁéﬁ%ﬁﬁ@@%ﬁ%bﬁwﬁ%@@g@m% AFTER ORAL
ADM NI STRATAdRNinmandageay. The primate plasma salmon calcitonin (sCT) and PTH results from each
‘ group of monkeys are averaged and the maximum mean plasma calcitonin are calculated
and reported in Tables 1-5



RHESUS MONKEY Dose : 1 Capsule 1A Aninmal Ti ne [ hours]

no. 00. 250. 500. 7511. 523456 S961027395449392612000
S9830386747628774802811305174360 S9850470502603648634521204734032 7 4 NGV 2005
E5602512702732461711244919011 Mean0284389389429411370143661911
SD0194304276339365364137782215 SEMD971521381701821826839118 LLOQ = 11 pg/ ni,
concentrations below LLOQ were set to zgfo. TABLE 2 SALMON CALCI TONI N and
PTH PTH PLASMA CONCENTRATI ONS (pg/nl) AFTER ORAL ADM NI STRATI ON TO THE
RHESUS MONKEY Dose : 1 Capsule 1 A Animal Time [ hours]

no. 00. 250. 500 7p11. 523456 S96100026272800000 S983 0 175 309 181 202 226 213
75 34

SALMON CALCITONIN and PTH
SCT PLASMA CONCENTRATIONS (pg/mL) AFTER ORAL ADMINISTRATION TO THE
RHESUS MONKEY
Dose : 1 Capsule 1A
Animal Time [hours]
no. 0 0.25 0.50f 0.75 1 1.5 2 3 4
5961 0 27 39 54 49 39 26 12 0 0
§983 Of 386 747) 628 774/ 8021 811 305 174 36
5985 0f 470; 502 603] 648 634 521 204 73 40 32
ES6 O 251 270, 273 246 171 124 49 19 0 11
Mean 0] 284; 389 389, 429{ 411] 370 143 66 19 11
SD O 194 304 276 339 365 364 137 78 22 15
SEM 0 97 152y 138, 170 182 182 68 39 11 8
LLOQ = 11 pg/mL, concentrations below L.LOQ were set to zero.

TABLE 2
SALMON CALCITONIN and PTH

PTH PLASMA CONCENTRATIONS (pg/mL) AFTER ORAL ADMINISTRATION TO THE
RHESUS MONKEY
Dose : 1 Capsule 1A

Animal Time [hours)
no. 0] 0.25 050 075 1 1.5 2 5 6
5961 0 0 0 26 27 28 0 0 0f
5983 0 175 309 181 202} 226 213 75 34 0 0
5985 Of 133 206 261 299 252 175 75 29 0 0
E56 0 89| 124{ 158f 144 105 90 61 35 28 O
Mean 0 99| 160 156; 168 153] 119 53 25 7 0|
sD 0 75, 131 98 113 105 95 36 17 14 OH
SEM 0 37 65 49 57 52 47 18 8 7 0

LLOQ = 25 pg/mL, concentrations below |.LOQ were set to zero.




00 S9850133206261299252175752900 E56089124158144105906135280
Mean099160156168153119532570 SD07513198113105953617140 SEI\/D376549§O?244ﬂ%$§m5)
LLOQ = 25 pg/nL, concentrations below LLOQ were set to zero. 20
TABLE 3 SALMON CALCI TONI N CALCI UM PLASMA CONCENTRATI ONS (pg/ nL) AFTER ORAL
ADM NI STRATI ON TO THE RHESUS MONKEY Dosgg:. 1 Capsule 1C Aninmal Ti ne [ hour s]
no. 012 3456 R9440.00-3.08-6.54 -8.99-13.89-12.88-13. 75 S9660. 00-9. 74-17. 30
-23.43-24.86-31. 27-30. 70 S9450. 00-2. 36-2.81 -7.24-9.75-11.23-11.96
S9610. 00- 7. 00-12.92 -13. 06-18. 69-18. 27-23. 91 CP9430. 00-1. 54-7. 97

-10. 36-17. 23-13. 50-12. 60 S95100. 00- 9. Jrﬁ]aﬂ:é;% -15. 07-20. 16- 22. 49- 26. 07

W N I o S - Y B Fal

SEND_ 002, 47511 2. 382 135, 105 20 TAREMPNCAESTTORMC A ConcENTRAT O
(pg/ m.) AFTERADAUMRIM AR CHNCENTRATIONSRIpgARS) AENER ORMIS ADMINISFRATION T0B
THE RHESUS MONKEY
Dose : 1 Capsule 1C
Animal Time [hours])
no. 0 1 2 3 4 5 6
R944 0.00 -3.08 -6.54 -8.99 -13.89 -12.88 -13.75
S966 0.00 -9.74 -17.30 -23.43 -24.86 -31.27 -30.70
5945 0.00 -2.36 -2.81 -7.24 -9.75 -11.23 -11.96
S961 0.00 -7.00 -12.92 -13.06 -18.69 -18.27 -23.91
CP943 0.00 -1.54 -7.97 -10.36 -17.23 -13.50 -12.60
$9510 0.00 -9.16 -12.05 -15.07 -20.16 -22.49 -26.07
Mean 0.00 -5.48 -9.93 -13.02 -17.43 -18.27 -19.83
SD 0.00 3.61 5.17 5.82 5.21 7.59 8.06
SEM 0.00 1.47 2.1 2.38 2.13 3.10 3.29
TABLE 4
PTH-
PTH PLASMA CONCENTRATIONS (pg/mL) AFTER ORAL ADMINISTRATION TO THE
RHESUS MONKEY
Dose . 1 Capsule 1B
Animal Time [hours]
no. 0 0.25/ 0.50 0.75 1 1.5 2 3 4 5 6
R944 0 83; 191} 300 360] 262 154 35 0 0 0
5963 0| 127] 332 663 1258 150 34 0 0 0 0
Mean 0 105 262 482} 809 206 94 17 0 0 0
sD 0 31y 100; 257} 635 79 85 25 0 0 0
SEM 0 22 71 182 449 56 60 17 0 0 0




Ani mal Ti me [ hours] no. 00. 250. 500. 7511. 523456 R94408319130036026215435000
S96301273326631258150340000 Mean01052624828092069417000
SD031100257635798525000 SEMD2271182449566017000 2 4 NOV 2005 -10 TAl LENqsv %iqq'[‘H
PTH PLASMA CONCENTRATI ONS (pg/ mL) AFTER ORAL ADM NI STRATI ON TO THE RHESUS
MONKEY Dose : 1 Capsule 1 D Animal 00.25%g.50Tinme [hours] 3456 no.0.75 1 1.5
2 R92700000000000 S98200000000000 Mean00000000000 SDO0O000000000
SEMD0O000000000 LLOQ = 25 pg/ nL, concentrations bel ow LLOQ were set to zero.
As can be seen fromthe data in Tables 1-5, the sCT and PTH pl asma | evel s
are essentially the sane whether the £EMP unds are adm' ni stered separately
Lowvwov or ha aral Tn : H n—af DTLI aal
or toget her—Hewever—the—orat—admntst r—eof—a—conbiratt+on—of—FPTHH-and
calcitonin, while resulting in simlar PT and calcitonin plasm
concent r atll QBT OISV AT SNOERTHATIONSpgRAI) ATEROHALADNIRISTRAFION TOTHE
al one; quijte surprisingly results in _reduction of serumcalcium
concentratlions to the |evel observeBHESUS MﬁlNﬁE‘bnl n alone., The foregoing

'y

enbodi mentis—and C)\d.TI‘pI €S are gl ven thdslal_y.l Cgpédlé ltlbt rate—the— Ilbt ait

Animal Time [hours]
no. 0| 0.25 0.50[ 0.75 1 1.5 2 3 4 5 6
R927 0 0 0 0 0 0 0 0 0 0 0
5982 0 0 0 0 0 0 0 0 0 0 0
Mean 0 0 0 0 0 0 0 0 0 0 0
SD 0 0 0 0 0 0 0 0 0 0 0
SEM 0 0 0 0 0 0 0 0 0 0 0

LLOQ = 25 pg/mL, concentrations below LLOQ were set to zero.

As can be seen from the data in Tables 1-5, the sCT and PTH plasma levels are essentially
the same whether the compounds are administered separately or together. However, the
oral administration of a combination of PTH and calcitonin, while resulting in similar PTH
and calcitonin plasma concentration levels as those attained upon administrations of each
agent alone; quite surprisingly results in reduction of serum caicium concentrations to the
level observed with calcitonin alone.,

The foregoing embodiments and examples are given merely to illustrate the instant
invention and are not intended to be limiting. Numerous other embodiments and variations
are within the scope of the invention and readily accessible to those skilled in the art.



invention and are not intended to be limting. Nunerous other enbodi nents
and variations are within the scope of the invention and readily acchﬁe;q W[}?
to those skilled in the art. 11 W clajm 1. A conposition for oral

adm ni stration conprising PTH, calcitonin and 5 CNAC.. 2. A nethod
according to claim1 wherein the PTHis a human formof PTH 3. A

conpositi ONeatrarding to claim 1 or 2 wherein the calcitonin is sal non
calcitonin.. 4. Use of PTH, calcitonin and 5CNAC for the preparation of an

orally adm ni sA eaBpEsifiHlics 38R AlmiMsirdtdR cambRbha PTH) cQkithRend gr mation. . 5.
Use of PTH, cal@ipenin and 5 CNAC for the preparation of an orally

admi ni strabl e nedi canent for the treatnent of osteoporosis.. 6. Use
according to,claim,5 wherein the.PTH js a hu form of .PTH. Use

Sccor di ng 1 oZol AMRLARENTTk T whete B PERS RhBR S bR, 58, A ki
for the stinmulation of new bone formatjon_conprising PTH and_  cal citonin and
5CNAC sui t abPe 4 §PmppsitionaiePring rslym | egeheteinghe galcjtpinigsalmehs for t he
oral adnini stra@leanmhereof.. 9. A kit for the treatnent of osteoporosis
conprising PTH and calcitonin and 5 CNAC suitable for oral adm nistration

t oget her w t 4. iUistof(RdtH, eakitbnih ant s ONAC foralkprepattiat ofan éabyeof .. 2 4 NOV
2005 10. A kit ddefinishebls hiedidamichOfor tHe stigildionefbonéfirmafioeonpri si ng PTH and
calcitonin suitable for oral adm nstration together with instructions for

the oral  adgl Nt SEPTEPRalciBAR%hd 5 CNAC for the preparation of an orally
administrable medicament for the treatment of osteoporosis..

6. Use according to claim 5 wherein the PTH is a human form of PTH..
7. Use according to claim 6 wherein the calcitonin is salmon calcitonon..

8. A Kkit for the stimulation of new bone formation comprising PTH and
calcitonin and SCNAC suitable for oral adminstration together with
instructions for the oral administration thereof..

9. A kit for the treatment of osteoporosis comprising PTH and calcitonin and 5
CNAC suitable for oral administration together with instructions for the oral
administration thereof..

10. A kit for the stimulation of new bone formation comprising PTH and
calcitonin suitable for oral adminstration together with instructions for the oral
administration thereof.



