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Effect of Ribavirin Trough Concentration on Early Virological Response (EVR) According to HCV Genotype and on
Early Haemoglobin (Hb) Decrease in HCV/HIV co-infected Patients Treated with RBV+Pegylated Interferon (PegIFN).
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Background. RBV concentration was shown to correlate with Hb decrease and overall EVR in
HIVA+HCV:+ pts. However, relationship between EVR and RBV. plasma exposure according to HCV RESULTS
genotype has not been yet analysed. Therefore, our aim was to study the effect of RBV Cyy,, 0n both

EVR according to HCV genotype and on early Hb decrease. o Population characteristics PK/PD
Patients and methods. HIV+/HCV-+ pts placed on association RBV + PegIFN alpha-2a or -2b in 2004 ‘ ‘ ‘
were prospectively evaluated. Qualitative and quantitative HCV-RNA, Hb levels, and RBV C,

wougn Were = =
as  negative qualitative HCV-RNA and/or quantitative HCV-RNA decrease >2 log at week 12. Linear — — PEG IFN u-2b 15 ug/kg 10 24.4%) ot o RV Determinants of EVR Determinants of HB decrease > 3 g/dL
and logistic regression analyses were used as needed. RBV effective (EC) and toxic concentration (TC) =) CE0) RBY dose 1000 mg, 10 (24.4%) ey 154 =
were considered as the values associated with 50% or 90% probability of detecting EVR or Hb ) s mg. n (%) 800 mg, 27 (65.85%) 2 1 I T Total Genotype 1/4 | Genotype 23 Univariate Multivariate
decrease by logistic regression. Values were given as median [IQR]. y 600mg, 4 (9.75%) i 1
Results. Fourty-one consecutive pts were included, of whom 21 (51.21%) with genotype 1 or 4 Weight (ke) 67 595-745] RBV weight adjusted 123015134] H g [ ] D o =D Hb at BL 26[1.351) 245 [1L17-5.1] p-0.017
PegIFN-2a (180 ug) and —2b (1.5 ug/kg) were used in 31 and 10 pts, respectively. RBV weight- T T——— FETYT dose (mg/kg) | | e = z::‘) e | esth =t 006}
adjusted dose was 12.3 mg/kg [11.5-13.3]. HCV-RNA and Hb at BL were 6.3 log [5.94-6.64] and 15 " Concomitant 5 (12.2%) P s RBY Dose 101 [1003-102] Ns
g/dI [14-16), respectively. Overall, 31 pts (75.6%) showed EVR, with an HCV-RNA decrease of 5.44 el 21 (51.2%) antiretroviral therapy | I . | _ 0009
log [-6.3; -2.06]. EVR was observed in 20/20 pts with genotype 3 as compared to 11/21 pts with L D IR 3 jLovd - RBV weight adjusted | 0.7 [0.49-1.2] p=0.25 Ns
genotype 1 or 4 (X2=1259, p<0.0001). Overall, no correlation between EVR and RBV Cy, Was Haemoglobin at BL (g1dL) 15[416] 05101 | [oso-Lo1) ose
found. Nevertheless, RBV C,,, was an independent predictor of EVR in subgroup of pts with _ E=0.35) [E20 RBY Cirough 542 (15-19.5] p0.01 | 495 (11225 p-0.038
genotype 1 or 4 (p=0.039). In the latter, RBV EC50% and EC90% were 1600 ng/ml and 2500 ng/ml, Log HIV VL at BL 247(1.3-4.28) ‘ ‘ RBV weight 128 18
respectively. Overall maximum Hb decrease was 2.7 g/dl [-3.65; -4.5], and the lowest Hb value reached - adjusted dose | [0.77-214) | [083-39)
was 12.4 g/dL [11.4-133]. Mean RBV Ctrough correlated with maximum Hb decrease (R=-0.358, CEFTHETTTE) PR A HCV-VL at 12 weeks Maximal HB decrease EE [EEE
=0.02). Moreover, maximum Hb decrease >3 g/dL was predicted by higher RBV C,,,g, at logistic Hev na
regression analysis (p=0.01). TC50% and TC90% for maximum Hb decrease >3 g/dL were 1700 ng/ml Univariate | Total | Genotype | Genotype TR T ::m;{vf
and 3000 ng/ml, respectively. 114 n -
onclusi Clinical Evolution RBY 28 115
Conclusions. Our study confirmed an overall relationship between Hb decrease and RBV exposure, FNalpha | 014 0252 017 | [naree i i Ctrough ©7-108] | [L3-1172)
while, as opposite to previous reports, showed a C, -related EVR of RBV only in patients with ‘ ‘ type (©=038) | (=027) | (p=0.48) st st p=0.15 p=0.039
genotype 1 or 4. Further studies are warranted in order to define the role of TDM as a tool to optimise @a=1) s Lad
RBV efficacy and/or tolerability according to the HCV genotype. .- B « Overall, 31 pts (75.6%) showed By o | 0T |05 010 | (v e » » »
= ST 13 EVR. (=034) | (=02) | (p=056) (=0.038) * Graphic on of the predicted p
PATIENTS AND METHODS a2 i RBY -0.18L o 026 — of EVR and Hb decrease >3 g/dL against mean bissssrsinisnisiniarianas =
It + EVR was observed in 20/20 pts e Il el Ll | [ (pfolm RBV Ctrough gave an EC50 of 1600 ng/ml and a
S with genotype 3 as compared to dose - i i
« HIV4+/HCV+ pts placed on association RBV + PegIFN alpha-2a or -2b in 2004 ; 11/219,;15 (?z, 4%) with ;enotype Hev ) IREEDEOE I (RS BRI i
were prospectively evaluated at BL and weeks 2, 4, and 12. o tlord (XZZlé 59, p<0.0001) Genotype | (p<0.0001) « In subjects with genotype 1/4, 8/10 (80%) subjects 4
Foxef e q BL 2wk dwecks  12weeks B : an=n 7 with RBV Ctrough >1600 ng/ml had EVR, whereas £
* Qualitative and quantitative HCV-RNA were performed at each study point. ime ; x Reyciui) LEED A 2 T °
¢ i ! - i g?r:ugh (o}; 3) [( ?531) [( 20227) (p=0.021) the latter was observed in 3/11 (27.2%) subjects Bos
« Hb serum levels were also determined at BL and at weeks 2, 4, and 12 weeks. ‘ b= la P with < 1600 ng/ml (X2=5.8, p=0.016) E
Maximum Hb decrease and minimum Hb serum levels along the 12 weeks stud: . . .
eriod were recorded 9 Y o 100 + Overall maximum Hb decrease « In total population, 9/13 (69.2%) subjects with
P : [l was -2.7 [-3.65; -1.5]. 18 subjects i i RBV Ctrough >1700 ng/ml had a HB decrease >3 e
* RBV Cyyy,, Was measured at weeks 2, 4, 8, and 12 (when possible) by a £ (43.9%) had a maximum Hb i | g/dL, whereas such decrease was recorded in 9/28 Eospesn g/
validated HPLC method with UV detection. At least one RBV Ctrough £2 o decrease >3 g/dL. H -: (32.1%) subjects with < 1700 ng/ml (X 2=4.9, = TN
measurement was available for each subject. H - l =0.04). %
easurement was available for each subject. i s « Minimum Hb level reached was | i p=0.04). o e
« Mean RBV Ctrough was calculated as the mean of all available Ctrough I 12.4 g/dL [11.4-13.3]. Only 2
determinatios for each subject. Results are reported in ng/ml. Foo e 2uedke | aweste 12 wects subjects reached a minimum Hb
. . - o <! 5 Araii
« EVR was considered as a negative qualitative HCV-RNA and/or quantitative Ll Il
HCV-RNA decrease >2 log at week 12. CONCLUSIONS
« Linear and logistic regression analyses were used as needed. Contact Inf i
. 3 . X + Our study confirmed an overall relationship between Hb decrease and RBV exposure. Nevertheless, as opposite to previous reports, in this study the correlation between RBV C,,,,;, and EVR was showed only in patients infected with HCV genotype 1 or 4. CULACHLOEIEAtOl
< RBV effective (EC) and toxic concentrations (TC) were considered as the Daniel G 16z de R Ph b
values associated with 50% or 90% probability of detecting EVR or Hb decrease « This finding suggests that in subjects infected by HCV genotypes 2 or 3 EVR could be achieved with the standard RBV dosage, while in subjects with genotype 1 or 4 higher doses of RBV could be needed to increase the probability of EVR. In the latter, anieliconzatezicelReqUenaiinarm
>3 g/dL by graphic representation of predicted probability (by logistic regression however, considering also the concentration-related risk of anemia, TDM-driven dose adjustment, associated with frequent monitoring of Hb, could allow to individualise RBV dosing. e-mail: danifarre@hotmail.com
analysis) and mean RBV Ctrough. « As observed, no therapeutic range for RBV concentrations could be defined due to the little differences between either EC50 and TC50, or EC90 and TC90.
+ Values are given as median [IQR] unless other units are specified. « Further studies are warranted in order to define the role of TDM as a tool to optimise RBV efficacy and/or tolerability according to the HCV genotype.




