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Rifapentine is a rifamycin antibiotic with anti-
mycobacterial activity.

Rifapentine is generally more active agaiMstco-
bacterium tuberculosihan rifampicin (rifampin),
although strains resistant to rifampicin are usually|
cross-resistant to rifapentine.

Sputum culture conversion rates were slightly highe
after 6 months of rifapentine- versus rifampicin-

Features and properties of rifapentine
(cyclopentylrifamycin)

Indications

Pulmonary tuberculosis

Mechanism of action

based therapy in patients with pulmonary tuberculo{ antimycobacterial agent

sis in a Western study; however, relapse rates wer
higher in rifapentine recipients during follow-up.

Dosage and administration

The excess relapses in the rifapentine group ap Usual dose

peared to be related to poor compliance with non
rifamycin antituberculosis drugs during the
intensive phase (first 2 months) of therapy.

Rifapentine- and rifampicin-containing regimens

Route of administration
Frequency of administration

Intensive phase

produced similar sputum culture conversion rateg Continuation phase

with low rates of relapse in 2 randomised clinical
trials in patients with smear-positive tuberculosis in

Pharmacokinetic profile

China. In one trial, there was no difference in sputur Peak plasma concentration
culture conversion rates in patients treated with Time to peak plasma

rifapentine once weekly or rifampicin twice weekly
in combination with isoniazid and ethambutol during
the continuation phase of treatment.

Hyperuricaemia, which was reported only during
the intensive phase, elevated ALT and AST levels
and neutropenia were the most common treatmen
related adverse events reported in patients receivin
rifapentine- or rifampicin-containing regimens for

tuberculosis in 1 Western study.

concentration

Area under the plasma
concentration-time curve

Bioavailability
Elimination half-life
Adverse events

Most frequent in combination
regimens

Approved in the US
Used in China

RNA synthesis inhibitor

600mg
Oral

Twice weekly
Once weekly

15.1 mg/L
4.8t0 6.6h

319 mg/L * h

Increased 55% with food

13.2h

Hyperuricaemia, elevated ALT
and AST levels, neutropenia
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ticular strain or the MIC required to inhibit 50%
(MICsg) or 90% (MIG) of strains when popula-
tion data are available. Some studies also repor
the minimum bactericidal concentration (MBC)
Susceptibility breakpoints have not been esta
lished for rifapentine; arbitrary breakpoints estal
lished in individual studies are presented whe
appropriate.
* In vitro, rifapentine is generally more active
than rifampicin against sensitive strainshf tu-
berculosig(fig. 1). MIC values of rifapentine were
2 to 10[®1 431 and 2.22 times lower than, or were
similar to[3] those of rifampicin against clinical
isolates oM. tuberculosis

Rifapentine (cyclopentylrifamycin) is a new oral
rifamycin derivative with antimycobacterial activ-
ity. The drug is available as 2 distinct formulations: * MBC values of rifapentine (range 0.06 to O.
a tablet formulation (Prifti#, DL473, MDL473) mg/L) were 2-fold lower or similar to those of
approved for the treatment of pulmonary tubercu-ifampicin against 4 rifampicin-sensitive strains ¢
losis in the US, and a capsule formulation used irM. tuberculosisHowever, the MBC/MIC ratios for
the People’s Republic of China. The summary offifapentine were either identical or 4-fold greate
preclinical and pharmacokinetic data is a compila-than those seen with rifampicin for the sam
tion from both formulations. Clinical data are, strainst
however, presented separately as there are signifi; |, general, rifampicin-resistant strains Mf
cant differences in bioavailability between the 2 ,erculosisare cross-resistant to rifapentié2.14]

formulations. __ Missense mutations, deletions or insertions with
Rifapentine has a broad spectrum of antimicro-g |imited region (poB) of the B-subunit gene (of
bial activity. In addition to its antitubercular activ- DNA-dependent RNA polymerase) bf. tuber-
ity, the drug is generally more active than rifampi- ¢y osisconfer resistance to rifapentine and cros
cin (rifampin) and less active than rifabutin against,gsjstance to rifampicif4-16] Consistent with this,
strains ofMycobacterium aviuncompleX*l and oy 5 of 555 (0.4%) strains ™. tuberculosiglif-
also has activity against Gram-positive and Gramsg e in their susceptibility to the 2 drugs, and 0

: 9 0 _ ) : ;
negative bacterf&®l and Toxoplasma gondit® g of ritampicin-resistant strains bf. tuberculo-
but these data will not be reviewed further. siswere susceptible to rifapentife-2.13]

1. Antitubercular Activity Intracellular Activity
Mechanism of Action » Rifapentine achieves greater intracellular the

) S ) ) extracellular concentrations. For example, intilaee
* Rifapentine inhibits bacterial RNA synthesis by |5, concentrations were 27- and 61-fold great

binding to theB-subunit of DNA-dependent RNA - than extracellular concentrations after exposure
polymerase in susceptible spedi€sThe drugis hyman macrophages to rifapentine 10 maiL

bactericidal*l vitro.l17.18] Furthermore, rifapentine retained bac
_ o tericidal activity after passive uptake by huma
In Vitro Activity neutrophil&7:19 and macrophagé¥’18l

In vitro activity is generally measured using the « The intracellular antimycobacterial activity of
minimum inhibitory concentration (MIC) for a par- rifapentine exceeds that of rifampicin. Intracellula

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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Fig. 1. Comparative in vitro activity of rifapentine and rifampicin against rifampicin-sensitive Mycobacterium tuberculosis. Strains were
obtained from American patients (16 strains) and grown in 7H12 broth at pH 6.8 for 8 days (left)[!! or a mixed patient population (23 strains)
and grown on 7H10 medium for 28 days (right).l®l Note that the x-axis scales on each graph differ.

MIC and MBC values of rifapentine for 3 strains ing a 6- or 8-week induction combination regime
of M. tuberculosiswere 2- to 17-fold lower than (isoniazid 25 mg/kg, rifampicin 10 mg/kg anc
those of rifampicin in human macrophads. pyrazinamide 150 mg/kg given 5 or 6 days/weel

« In vitro exposure oM. tuberculosiswithin  all drugs were given orally}?2! Once-weekly
human macrophages to declining rifapentine confifapentine 10 mg/kg eradicated all bacteria in or
centrations over 72 hours (similar to plasma consStudy?! but was slightly less effective in the othe
centrations after administration of a 600mg dose irstudy?®! Lower doses and less frequent adminis
humans) produced a substantial reduction in thération of rifapentine were less active in this murin
mycobacterial population versus that in drug-free,model(20:21]

infected control macrophag@8l In this study, 72- . Rifapentine-based combination therapy reduce

hour exposure to rifapentine resulted in a 2 t0 J,5¢terial counts and prevented the emergence
logio decrease in the number of viable mycobac+ita mpicin-resistantv. tuberculosisin a murine

teria within 7 days. Furthermore, when infected e of tuberculosi®? No rifampicin-resistant

cells were exposed to this regimen at weekly inter;»ing \were detected when isoniazid and pyrazir
vals for 4 weeks, myc_obactenal populat|.ons dldmide were administered once-weekly with rifaper
_not rebound.. The addlthn of 25_—desac_ety|r|f§1pent-tine (at 75 and 300 mg/kg, respectively) or 6 time
ine (the major 'T‘e.tabo"Fe of nfapgntln_e) I week with rifampicin (at 25 and 150 mg/kg/day
enhance the activity of rifapentine in this model. . g

respectively}?2 In contrast, once-weekly rifapent-
ine 10 mg/kg or rifampicin 10 mg/kg 6 times/weel
was associated with the emergence of rifampicil
« In models of overt tuberculosil. tuberculosis ~ resistantM. tuberculosisn approximately 50% of
was eradicated from the spleens of mice that remice after 8 weekB2l However, neither of these
ceived once-weekly rifapentine 16 mg/Rg, regimens, nor several other 8-week rifapentine
once-fortnightly rifapentine 10 mg/kg! or rifam-  based combination regimens, eradicateduber-
picin 10 mg/kg 6 days/week for 24 weeks follow- culosisfrom mice.

In Vivo Activity

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)



610 Jarvis & Lamb

« Rifapentine has demonstrated efficacy as pre-~ Absorption of rifapentine after oral admin:
ventive therapy for tuberculosis in animal models.istration is enhanced when the drug is take
Oral rifapentine 10 mg/kg 6 days/week for 12 after a medk®30-32 The bioavailability was 55%
week$23] and once weekly for 26 wedk8 were  greatel?8! and Gnax and the AUC extrapolated to
equally effective in eradicatiniyl. tuberculosis infinity (AUC) increased by 44 and 43%, respe
from the spleens of immunocompetent mice. tively, when a 600mg tablet was administered wi

« In an immunocompromised (nude) mouse modefood compared with the fasting stad@z%lIn HIV-

of tuberculosis infection, once-weekly oral rifa- POSitive patients (n = 16), thenx and AUG.
pentine 10 mg/kg and isoniazid 75 mg/kg producedncreased, respectively, by 50% (from 9.4 to 14
negative organ cultures fod. tuberculosisafter ~ MY/L) and 46% (from 256 to 374 mg/lh) when
26 weekd24l The majority of animals relapsed dur- @ 600mg tablet was administered with a high f
ing 12 weeks of follow-up, although mortality rates Meal compared with fasting conditioi3.

were low (11%)?4 In contrast, mortality rates « The bioavailability of Chinese rifapentine ma:
exceeded 75% in mice treated with once-weeklyary considerably. In one clinical study, the bic
rifapentine or daily isoniazid alone for 26 weeks. availability of 2 different batches of Chinese rifa
Furthermore, 13 weeks of treatment with rifapent-pentine were found to be approximately 56 and 73
ine and isoniazid (as above) or daily rifampicin 10that of rifapentine of western origi#?35!

mg/kg and pyrazinamide 150 mg/kg failed to pro-

tect against death; all animals died during follow-  pistribution

upl24l

« Oral rifapentine 5 mg/kg/day reducktituber-  ° Rifapentine was 97.7% bound to plasma pr

culosiscounts in lung tissue below the limit of (€inS, primarily albumin, in healthy voluntedt$=°!
detection in mice infected by a novel low dose!n Patients (n = 351) receiving rifapentine-base

aerosol technique that mimics newly diagnoseocombination therapy for tuberculosis, the volum
tuberculosis in humari&! of distribution of rifapentine was estimated to b

70.2L[291
2. Pharmacokinetic Profile + Except in bone, brain and testicular tissue, rif.
. pentine concentrations in tissue exceeded plas
Absorption concentrations in rats at 8, 24 and 72 hours af

» The mean peak plasma concentratioggCand oral admin_istration of a 10 mg/kg dddé.Brain
area under the plasma concentration-time curve frorffoncentrations were <20% of plasma concentr
0 to 72 hours (AUg7,) were, respectively, 11.8 1ONS.

mg/L and 319 mg/L h in 20 fasting healthy male « CSF concentrations of rifapentine were belo
volunteers (mean age 25.7 years) after a singléhe limit of detection (<0.15 mg/L) and mean s
600mg oral dose of rifapentif®;2’mean plasma rum concentrations were 7.2 mg/L 10 hours aft
concentrations 24 and 72 hours after administrapral administration (dose not specified) in 5 Ch
tion were 9 and 1 mg/L, respectivéll In 14  nese patients with tuberculous meningt$s.
healthy elderly male volunteers (mean age 71 years)

receiving the same dosage, Aglz and Guaxwere Metabolism and Elimination

41 and 28% higher (AU&2449 mg/L- h, p<0.05

vs young volunteers; fGax = 15.1 mg/L)26:271 At » The mean elimination half-life ) of rifa-
steady state, faxWas 15.1 mg/L in healthy volun- pentine in 20 healthy male volunteers was 13
teers (age not stated) receiving 600mg every 7hoursi?6:271 In 14 healthy elderly male volunteer:
hours(?®l The time to Gax (tmay ranged from 4.8  ty,z was 19.6 hours (p < 0.08 young volun-
to 6.6 hours in volunteer studi827.29] teers)i27]

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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+ 70.2% and 16.6% of a 600mg dosel#E- rifapentine (5 to 5gmol/L).*2 However, rifapen-
rifapentine was recovered from the faeces andine had no effect on cytochrome P450 2D6 acti
urine of 4 healthy volunteers, respectivié®y.In ity, as measured by dextromethorpt@wlemeth-
another study 11.2% of a 600mg dose was recowylation, in the sam@ vitro systeni4

ered from urine within 72 houf®! There is evi-

: o R
dence of enterohepatic recycling in hum&nig! 3. Therapeutic Trials

» 25-desacetylrifapentine, the major metabolite of

rifapentine, has antimycobacterial actiiff.Mean Antitubercular regimens containing rifapentine
Cmaxand AUG» values of 25-desacetylrifapentine and rifampicin have been compared in nonblin
were approximately one-third and two-thirds thoserandomised trials in patients with pulmonary tubel
of the parent compound, respectivéy. culosis. The tablet formulation (Priffijpwas used
in studies conducted in North America and Soul
ifrica (hereafter referred to as Western studie:
and the capsule formulation was used in studi

» Dosage adjustments do not appear to be nece
sary for rifapentine in patients with hepatic dys-

- 140] X
function*™ The 1,3 and AUG., after a single cfonducted in China and Hong Kong. In 1 Westet

600mg dose of rifapentine increased by 67 an : . T
19%, respectively, in patients with moderate to Se_study, patients received 6 months of combinatic

. . - _ .~ therapy, comprising a 2-month intensive phase a

\:ﬂg I|ve:r ggifugcjﬁnh)(lgmsﬁfea 3\/6“? Egzlrti’ a 4-month continuation phase, after which patien
bi O-e0 = hi 9 | FI) A Y were followed-up for 2 years (fig. £) A second

i; éeﬁf‘u'géAng:a 3Cf;t;? /gLr.OrL]J)pH(Or]l I_Dliggnfa Western study used the same continuation al

’ N * 9 s : follow-up schedule as described above; howeve

concentrations 24 hours after administration werethera during the 2-month intensive phase w:

similar in both groups (5.6s5.5 mg/L in healthy by 9 P ‘

; ) . 7 left to the discretion of individual investigatdfd:44]
controls and patients with hepatic dysfunction, . ) : .
. 40] In Chinese studies, patients received 9 months
respectively¥’

combination therapy, consisting of a 1- or 2-mont
intensive phase and a 7- or 8-month continuatic
phase, with 3 years of follow-up (fig. By.4%1 In

. Rifapentine induces hepatic microsomal en-the Hong Kong study, patients received 2 montt
zymes (cytochrome P450 3A4 and 2C8/9) and ha8f intensive therapy with rifampicin, isoniazid,
the potential to alter the pharmacokinetics of othePYrazinamide and streptomycin 3 times/week ar
drugs29! The Gnaxand AUC of indinavir 800mg then_ a 4—_month_r|fapent|ne— or rifampicin-base
3 times daily decreased by 55 and 70%, respeccontinuation regimen, a_fter which they were mor
tively, whengiven with rifapentine 600mg twice itored for a median period of 31 months (range
weekly29] Indinavir did not alter the pharmaco- 0 48 months§*l

kinetics of rifapentine. Clearance of antipyrine

increased from 2.5 to 4 L/h and itgstdecreased Western Studies (Interim Results)

from 13.2 to 7.7 hours in healthy volunteers receiv-

ing rifapentine 600mg every other day for 10
daysl*! The t,3 and clearance of antipyrine re-
turned to baseline within 12 days of rifapentine
withdravyaI.ZI;QLfle]lpentine does not induce its own o negative sputum culturesNbrtuber-
metabolismiS culosis fig. 2) 129 Only, 4 of 286 (1%) and 8 of
» Cytochrome P450 3A-mediate@-®ydroxyla- 284 (3%) patients treated with the rifapentine-
tion of testosterone increased by 92 to 335% whemifampicin-containing regimens failed to becom:
primary human hepatocytes were incubated withsputum culture-negative.

Drug Interactions

Sputum Conversion Rates
» Atthe end of treatment, 87 and 81% of patien
treated with rifapentine- or rifampicin-based regi

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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Patients Intensive phase Continuation phase
RFP 600mg 2/wk RFP 600mg g/wk
INH 300mg od INH 900mg g/wk
PZA 2000mg od — X 4mo
EMB 1200mg od
Pulmonary X2mo
tuberculosis
W= 722 RIF 600mg od
INH 300mg od RIF 600mg 2/wk
PZA 2000mg od [ INH 900mg 2/wk
EMB 1200mg od X 4mo
X 2mo
T T T

T 1
0 20 40 60 80 100
Culture negative (%)

Fig. 2. Intensive and continuation phase regimens and results (at the end of treatment) in a randomised clinical trial with the tablet formulation
of rifapentine (Priftin®) in patients with pulmonary tuberculosis.?%) Dosages presented in the figure were those for patients >50kg. Patients
<50kg received RFP 600mg twice weekly or daily RIF 450mg plus daily INH 300mg, PZA 1500mg and EMB 800mg during the intensive
phase (EMB was discontinued once baseline susceptibility tests were available) and RFP 600mg plus INH 600mg once weekly or RIF 450mg
plus INH 600mg twice weekly during the continuation phase. Culture conversion data presented are from 286 and 284 evaluable patients,
respectively who completed therapy with rifapentine- or rifampicin- based regimens. EMB = ethambutol, INH = isoniazid; od = once daily;
PZA = pyrazinamide; RIF = rifampicin; RFP = rifapentine; g/wk = once weekly; 2/wk = twice weekly.

Relapse Rates ceiving the rifampicin-based regimé4¥! HIV-
+ Relapse rates were higher in the rifapentine-positive patients who relapsed had significantly
treated group (10%) than the rifampicin-treated grouplower CD4+ cell counts at baseline than patients
(5%) during follow-up2° However, poor compliance  who did not relapse (89s225; p = 0.03)#4 Fur-
with other non-rifamycin antituberculosis drugs thermore, a multivariate analysis showed that re-
during the intensive phase of therapy was appardapse in HIV-positive patients was associated with
ently greater in the rifapentine group (data notthe presence of extrapulmonary disease at baseline
available) and this factor appears to be largely re-and use of azole antifungal agefts.
sponsible for the higher relapse rates. Failure to
sterilise sputum during the intensive phase with ei-  China/Hong Kong Studies
ther regimen predisposed patients to relapse. Im-
portantly, rifampicin resistance was not detected in
rifapentine-treated patients who relapsed.

Sputum Conversion Rates
e Sputum culture conversion rates were similar
in patients treated with regimens containing rifa-
2-fold higher pentine administered once or twice weekly (98 to

* In another ongoing Western study, : . . :
100%) or rifampicin once daily or twice weekly

relapse rates in HIV-positive patients with pulmo- ore £ _ . .
nary tuberculosis who were treated with once—weekly(95'7d§‘5)4§]00A" fig. 3) during the continuation
rifapentine plus isoniazid versus twice-weekly ri- Phase?>*>In 1 study, sputum cultures were not

fampicin plus isoniazid during the continuation Performed on all patients at the end of the study;
phase of therapy prompted the study investigatord!OWeVer, sputum smears were negative in 96 and
to stop enrolling HIV-positive patient43! During 97% of patlen_ts treated with rifapentine and rifam-
2.years of follow-up, 5 of 36 recipients of the Picin, respectively, at the end of treatmét.
rifapentine-based regimen and 2 of 36 recipients ofe 68 patients with relapsed tuberculosis were in-
the rifampicin-based regimen relapsed; rifampicin-cluded in 1 study*3! At the end of treatment, 94.4
resistant strains were documented in 4 recipients ofind 95.3% of those receiving rifapentine once or
the rifapentine-based regimen versus no patients retwice weekly, and 93.8 and 100% of those receiv-

O Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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. Smear-positive Smear-positive
Patients tuberculosis tuberculosis
n = 486 n=267
I I
[ ] [ | ]
RFP 250mg od RIF 600mg od RFP 600mg 2/wk RIF 600mg 2/wk RIF 600mg od
Intensive INH 300mg od INH 300mg od INH 300mg od INH 300mg od INH 300mg od
PZA 1500mg od PZA 1500mg od EMB 1000mg od EMB1000mg od EMB 1000mg od
phase EMB 1000mg od EMB 1000mg od X 2 mo X 2 mo X 2 mo
X1mo X1mo
. . RFP 600mg q/wk RFP 600mg 2/wk RIF 600mg 2/wk RIF 600mg od
Continuation | iy goomg 2/wk INH 800mg 2/wk INH 800mg 2/wk INH 300mg od RFP 600mg 2/wk RIF 600mg 2/wk RIF 600mg od
phase EMB 2000mg 2/wk EMB 2000mg 2/wk EMB 2000mg 2/wk EMB 1000mg od INH 800mg 2/wk INH 800mg 2/wk INH 800mg od
X 8mo X 8 mo X 8 mo X 8mo X7 mo X7 mo X7 mo
(99.3) (100) (100) (98.7) (98) (95.7) (96.4)
100 T
& 954 b
[
=
T
2 904 b
=
<
2
= i 4
3 8
80 - -
RFP g/wk RFP 2/wk RIF 2/wk RIF od RFP 2/wk RIF 2/wk RIF od
(n =145) (n =145) (n=75) (n=78) (n = 100) (n=47) (n=55)

Fig. 3. Intensive and continuation phase regimens and results (at the end of treatment) in 2 randomised Chinese clinical trials.[*546] Patients
were receiving initial treatment for pulmonary tuberculosis. Dosages presented in the figure are those for patients >55kg. Patients <55kg in
the study by Yan et al.#d (left) received: EMB 750mg daily or 1500mg twice weekly; INH 700mg twice weekly; RIF 450mg daily; RFP 200mg
daily or 500mg once or twice weekly. Patients <55kg in the study by He et al.[4?] (right) received: EMB 750mg daily or 1500mg twice weekly;
INH 300mg daily or 700mg twice weekly; RIF 600mg daily or twice weekly; RFP 600mg twice weekly. Numbers at the bottoms of bars indicate
the number of patients from which sputum cultures were obtained at the end of therapy (in one trial follow-up sputum cultures were obtained
only from patients who had positive sputum cultures prior to treatment).“6l EMB = ethambutol; INH = isoniazid; od = once daily; PZA =
pyrazinamide; RIF = rifampicin; RFP = rifapentine; g/wk = once weekly; 2/wk = twice weekly.

ing rifampicin twice weekly or once daily were and twice-weekly recipients, and 88 and 85.9% of

sputum culture-negative. rifampicin twice-weekly and once-daily recipi-
ents, respectively). In the second trial, the respec-
Radiological Results tive lesion response rates (no definition given)

» Some degree of radiological improvement in were 73% in rifapentine recipients and 74.5 and
pulmonary lesions was documented in all but 380.9% in rifampicin twice-weekly and once-daily
of 443 evaluable patients (99.3%) in one tff§l.  recipients?l

There was no significant difference between treat-, | patients with cavitary disease (n = 192), the
ment groups in the number of patients whose pul-cavity closure rate was 89.4% across all treatment
monary lesions had either completely resolved orgroups with rates of 88.9 and 91.7% in patients
had decreased in size &$0% at the end of ther- receiving rifapentine once or twice weekf§! In

apy in this study (86 and 84% of rifapentine once- another study, closure rates were lower in patients

O Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)



614 Jarvis & Lamb

with cavitary disease (n = 122): 76.8% in rifapent-However, treatment-related hyperuricaemia osaly
ine recipients, and 59.3 and 79.5% in rifampicindetected during the intensive phase of theraj
twice-weekly and once-daily recipients, respec-during which all patients received pyrazinamide
tively.[46] In retreated patients with cavitary diseaselncreased ALT and AST levels, occurred, respe
(n = 46) respective cavity closure rates were 73.7ively, in 5.3 and 4.4% of rifapentine recipients an
and 80% in rifapentine once- and twice-weekly re-in 6.6 and 6.4% of rifampicin recipients. Neutro
cipients, and 33.3 and 63.6% in rifampicin twice- penia was detected in 5% of patients in eax
weekly and once-daily recipients! group/2®!

Relapse Rates ¢ An immune-mediated, influenza-like syndrom
. Relapse was documented in 0.75 to 2.6% ohas been associated with high doses and/or int
patients treated with rifapentine once or twiceMittént administration of rifampicii!] Haemo-
weekly and 1.4 to 3.8% of patients treated with rifam-'YSiS and acute renal failure have occurred in s
picin twice weekly or daily during the continuation VE'e cases. Four rifampicin recipients experienc
phase. Relapse was detected by x-ray chéigés an ‘influenza-like syndrome’ (symptoms not de

and a positive sputum smear and/or cultgrdur- scribed) in a Chinese study; in 2 patients the ree
ing 3 years of follow-up. tion was severe and warranted withdrawal from tt

_ _ studyl*®! In another study with Chinese rifapent
* In the Hong Kong study, patients with sputum-ine mild reactions occurred in 1 rifampicin and

positive tuberculosis received intensive therapy ifapentine recipient; treatment was not modifie
times/week for 2 months with a rifampicin-based. i gjther patient3

4-drug regimen and continuation therapy which
comprised 4 months of either rifampicin 600mg
and isoniazid 800mg (600mg for patients <43kg) 3
times/week (n = 190), or rifapentine 600mg plus
isoniazid given once weekly (n = 199) or 2 weeks
out of 3 (n =203) to simulate poor compliance with
the once-weekly regiméf! Relapse rates in pa-
tients completing both phases of treatment were as ) i

follows: 4.1% (7 of 172) in patients treated with - Rifapentine: Current Status
rifampiCin-baSEd continuation therapy, and 8.9% Rifapentine is approved for the treatment
(16 of 179) and 10.4% (19 of 183), respectively, intyperculosis in the US. The drug is also used
patients who received rifapentine-based therapy-hina. Rifapentine has a long half-life which al
either weekly or during 2 out of 3 weeks. The bio-|ows for once-weekly administration. When ad
availability of the Chinese formulation of rifa- ministered twice weekly during the intensive phas
pentine used in the trial varied considerably, henceand once weekly during the continuation phas
the dosage was increased from 600 to 900mg angfapentine has demonstrated efficacy in the tre

subsequently reduced to 750 mg/dB38% Pa-  ment of pulmonary tuberculosis in immunocompe
tients receiving the lower dosage of rifapentine hadent patients.

a higher propensity for relapse.

« Rifapentine is teratogenic in rats and rabBfs.
Major malformations of the cardiovascular, mus
culoskeletal and reproductive systems were doc
mented in the offspring of animals treated durir
pregnancy with doses similar to those used in F
mans (on the basis of body surface ai%#4).
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