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Covid can make one more susceptible to
developing active tuberculosis: Health
Ministry

The ministry said notification of tuberculosis cases had
decreased by about 25 per cent in 2020 due to Covid-related

restrictions and special efforts are being made to mitigate this
impact through intensified case findings.

By: PTI | New Delhi | July 17, 2021 9:36:48 pm

The ministry said SARS-CoV-2 infection can make an individual more
susceptible to developing active TB disease, as it is an "opportunistic
infection like black fungus".

Covid-1?2 can make a person more susceptible to developing
active tuberculosis as it is an "opportunistic” infection
like black fungus but currently there is not enough evidence to
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Want to get vaccinated in
Chennai? Here’'s the list of
centres that function 24x7

o further enhance vaccination
coverage, the civic body has started
camps in 15 zones that would
unction round the clock. The officials
said ample healthcare personnel
have been deployed and vaccine
doses supplied to these camps.

Written by Janardhan Koushik | Chennai |
eptember 6, 2021 2:34:26 pm
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Earlier, the state health department had
opened such 24x7 centres in 55 medical
college hospitals across Tamil Nadu. The
first of these centres was opened at the
DMS complex in Chennai. (PTI photo)

The Greater Chennai Corporation Saturday
opened 24x7 vaccination cenfres in all the
15 zones of the city. Minister for Municipal
Administration and Water Supply KN Nehru
inaugurated the camp at Urban
Community Health Centre in Adyar.....

Continued in page no.4




suggest TB cases have risen due to the viral
disease, the Union Health Ministry said on
Saturday.

The ministry said notification of tuberculosis cases
had decreased by about 25 per centin 2020 due
to Covid-related restrictions and special efforts
are being made to mitigate this impact through
intensified case findings.

In a statement, the Health Ministry said there
have been some news reports alleging that a
sudden rise in TB cases have been noficed
among patients infected with Covid-19 recently,
leaving doctors, who have been receiving
around a dozen similar cases every day, worried.
“It is clarified that tuberculosis screening for all
Covid-19 patients and Covid-19 screening for all
diagnosed TB patients has been recommended
by Ministry of Health and Family Welfare,” it said.
The ministry said SARS-CoV-2 infection can make
an individual more susceptible to developing
active TB disease, as it is an “opportunistic
infection like black fungus”.

There is not enough evidence currently to
suggest that there has been an increase in TB
cases due to Covid-19 or due to increased case
finding efforts, it said, adding states and Union
Territories have been asked for convergence in
efforts for better surveillance and finding of TB
and Covid-19 cases as early as August 2020.
Also, the health ministry has issued multiple
adyvisories and guidance reiterating the need for
bi-directional screening of TB-Covid and TB-
ILI/SARI.

“"Due to the impact of Covid-related restrictions,
case noftifications for TB had decreased by
about 25 per cent in 2020 but special efforts are
being made to mitigate this impact through
intensified case finding in OPD settings as well as
through active case finding campaigns in the
community by all states.”

The dual morbidity of tuberculosis and Covid-19
can be further highlighted through the fact that
both diseases are known to be infectious and
primarily attack the lungs, presenting similar

symptoms of cough, fever and difficulty in
breathing. But TB has a longer incubation period
and a slower onset of disease, the health ministry
said.

“Furthermore, TB bacili can be present in
humans in a dormant state and has the potential
to start multiplying when the individual’s
immunity is compromised for any reason.

STheIndianEXPRESS

Covid-19 testing for airport
arrivals: how rules vary between
states

Several state and city administrations had
imposed the requirement for passengers to have
their RT-PCR tests conducted before travelling to
prevent anyone infected with coronavirus from
travelling into their jurisdictions.

Written by Pranav Mukul , Edited by Explained Desk |
New Delhi | Updated: September 7, 2021 9:28:14 am
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Travellers wearing face masks, shields and gloves on a
flight during the pandemic (File photo)

As more and more people get vaccinated
across the country, an increasing number of
states are now offering exemption from RT-PCR
testing requirements to vaccinated passengers
traveling into their jurisdictions. In addition
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to Covid-19 testing requirements, a number of
states are also doing away with quarantine rules
for those who are fully or partially vaccinated
against Covid-19.

But despite the economy having opened up
progressively, the rules that have been put in
place across states present a mishmash of
discordant sfipulations that could end up
confusing air travellers.

Why is RT-PCR testing important for travellers?

Several state and city administrations had
imposed the requirement for passengers to have
their RT-PCR tests conducted 48 hours before
tfravelling - or sooner - to prevent anyone
infected with coronavirus from fravelling into
their jurisdictions. With the inoculation drive
gaining momentum, several states have done

away with this requirement.

Mandatory prior test Rules based on origin and destination
STATE CONDITION E ’ RULES
Andarman Test max. 48 he prioe - i
: . Bihar ToDarbhanga, fromDelhi, | Test 72 hr prior, otherwise
Chhattisgarh i:‘“‘ Maharashtra, Kerala, Punjab | not mandatary
e P Guirat | MandatoryinSurat, In Surat, either fully vaccinated
Ladakh 96 hr prior no requiremnent elawhere o tested 72 hr prior
Mizoram ﬁ;’ﬁ% Jammu& | Mandatory in Jammu, In Srinagar, RAT on arvival if
Kashmir advised in Srinagar without RT-PCR certificate
Tripura 72 hr prior
Karmataka | Mandatory foramials Test 72 hr prior
from Maharashtra, Kerala
MHMM TamilNadu | Mandatory test if armiving For those not vaccinated, test
: from Kerala, Exemmpt if fully 72 hrprior
STATE IF NOT FULLY varcinated
VACCINATED
West Bengal | Exempt if fully vaccinated, Test 72 hr prios for arrivals
AssT = Test onarrival; for except if arriving from Pune, | from Pune, Mumbai, Chennal,
requires prior st Gasaesaan o e
and vaccination
Chandigarh | Test72 hrprior: Rules in Uttar Pradesh
Kerala in Rajasthan,
Punjab exempt if even JOURNEY ORIGIN/DESTINATION THE RULES
Rajasthan Idose taken
Sikkiim Arriving in Lucknow. from Sikkim, Mandatory testing within 96 hr
Maripur. Magaland, Kerala, Meghataya, of travel
Goa Test 72 b prior;
adhive. | Thatiecs st ieiee Mizoram, Arunachal, Tripura, Maharashira
Manipur Edﬁu[:.:l Landiig in Agra Testing on arrival
| ) Arivalkiin Varanasior Barellly Exempt if fully vaccinated: if not,
Magaland Test 72 hrpnor; il 1 testing within 72 he
dose taken, 7 days
hoime quaranting To Kangur, from Dell Testing on arrival
NO REQUIREMENT: Andhra Pradesh, Delhi, Haryana, Himachal Pradesh, Madhya Pradesh, Odisha, Telangana
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How are states updating their travel guidelines?
While some states have completely done away
with any testing requirement, some are
exempting passengers who have been
vaccinated from getting tested before
fravelling. However, there are still a number of
states and cities that are compulsorily seeking RT-
PCR fest certificates — in some cases even when
the passengers are fully-vaccinated.

Is there a set of central guidelines for vaccinated
travellers?

While the Union government has advised states
that those who are fully vaccinated do not need
RT-PCR test certificates to travel, some states
have continued to insist for pre-arrival or on-
arrival testing.

Continued from page no.1

Want to get vaccinated in Chennai?
Here’s the list of centres that function
24x7

...... The initiative comes after the state health
department had opened such 24x7 centresin 55
medical college hospitals across Tamil Nadu. The
first of these centres was opened at the DMS
complex in Chennai.

The corporation, which had 45 camps initially
(with three camps per zone), later extended the
number up to 200. This meant that each ward
had one camp that would function from 8 am to
4.30 pm.

To further enhance vaccination coverage, the
civic body has started camps in 15 zones that
would function round the clock. The officials said
ample healthcare personnel have been
deployed and vaccine doses supplied to these
camps.

As per the release, special camps have been
organised by the corporation for differently-
abled citizens, people from lower-income
groups, pregnant and lactating mothers, and
those with other co-morbid conditions. The
corporation had recently launched a drive to
administer vaccines at home for those who are
more than 80 years old.

Also, special camps for all government/private
school teaching and non-teaching staff as well
as students are also being conducted across the
city.

Here is the list of vaccination centres that will
function 24x7 in Chennai:

Zone 1 (Tiruvottiyur): Ward 11 (Tiruvottiyur Urban
Community Health Centre)

Zone 2 (Manali): Ward 21 (Manali Urban
Community Health Centre)

Zone 3 (Madhavaram): Ward 23 (Puzhal Urban
Community Health Centre)

Zone 4 (Tondiarpet) Ward 47 (RK Nagar Urban
Community Health Centre)

Zone 5 (Royapuram) Ward 58 (Perumalpet
Emergency Maternity Hospital)

Zone 6 (Tiru Vi Ka Nagar) Ward 73 ( Pulianthope
Urban Community Health Centre)
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Zone 7 (Ambattur) Ward 87 (Padi Urban
Community Health Centre)

Zone 8 (Anna Nagar) Ward 97 (Ayanavaram
Urban Community Health Centre)

Zone 9 (Teynampet] Ward 119 (Mirsahibpet
Urban Community Health Centre)

Zone 10 (Kodambakkam) Ward 134 (Vadapalani
Urban Community Health Centre)

Zone 11 (Valasaravakkam) Ward 151 (Porur
Urban Community Health Centre)

Zone 12 (Alandur) Ward 160 (Alandur Urban
Community Health Centre)

Zone 13 (Adyar) Ward 175 (Adyar Urban
Community Health Centre)

Zone 14 (Perungudi) Ward 184 (Perungudi Urban
Community Health Centre)

Zone 15 (Shollinganallur) Ward 195 (Kannagi
Nagar Urban Community Health Centre)

THE TIMES OF INDIA

39 medicines added to list of
essentials, prices o come down

TNN | Sep 4, 2021, 02.24 AM IST

NEW DELHI: In a move that may bring down prices
of some widely used essential drugs, the
government has revised the National List of
Essential Medicines, adding 39 new ones under
the list for proposed price cap, a source said.
Those that have been added to the list include
drugs to fight cancer, diabetes, tuberculosis and
HIV apart from some antivirals.

The government has also deleted 16 drugs from
the existing list and the final NLEM 2021 now
contains 399 essential medicines, up from 376
drugs that are currently under direct price control.

The revised list, prepared by an expert committee
under the Indian Council of Medical Research,
was submitted to health minister Mansukh
Mandaviya on Thursday. Once the list is notified by
the health ministry, it will be evaluated by the
Standing Committee on Affordable Medicines
and Health Products (SCAMHP) to assess which of
the medicines require price capping

The final price capping wil be done by the
National Pharmaceutical Pricing Authority based
on the recommendations of the SCAMHP,
headed by Niti Aayog member-health Dr V K Paul
Those that have been added to the list include
drugs to fight

cancer, diabetes, tuberculosis and HIV apart from
some antivirals.

Those that have been added to the list include
drugs to fight cancer, diabetes, tuberculosis and
HIV apart from some antivirals.

THE TIMES OF INDIA

157 recovered from Covid
affected by tuberculosis in
Karnataka

TNN | Sep 3, 2021, 05.51 AM IST

BENGALURU: About 157 persons, who had
recovered from Covid-19, were found to be
suffering from active tuberculosis in Karnataka.
That's out of the 7 lakh persons, including Covid-

NIRT Library News Bulletin
5



India has set a 2025 targeftto be free from 1B
(Representative Image)

recovered and their household contacts, who
were screened on August 31 for TB. The health and
family welfare department has been conducting
a campaign to detect TB cases from August 16
among Covid-recovered individuals, who had
tested positive between January and June 2021.
On Thursday, state officials participated in a video
conference with the union health ministry to
review the progress in the fight against TB. India
has set a 2025 targetto be free from TB. The union
ministry has directed that all cases of severe acute
respiratory infections and influenza-like illnesses
must be evaluated for Covid-19.

THE TIMES OF INDIA

HIV+ man with spinal TB is
operated upon, process
streamed live

PTI | Aug 31,2021, 04.19 AM IST

New Delhi: A 22-year-old HIV-positive man with
spinal fuberculosis got a new lease of life after
undergoing a four-hour surgery, which was
sfreamed live as part of an international event
hosted online, the organisers said on Monday. As
the number of cases of spine-related issues has

gone up during the ongoing Covid-19 pandemic,
the Association of Spine Surgeons of India (ASSI)
held a three-day programme, which included
instructional courses on spine and live spine
surgeries. The event was held from August 27-29.
On the third day of the event, surgeons performed
the four-nhour live surgery, giving the patient a new
lease of life, a spokesperson of the ASSI said.

He had visited the Indian Spinal Injuries Centre,
where his MRl was performed after sedating him
with anaesthesia and he was diagnosed with
lumbosacral tuberculosis, a destructive form of
tuberculosis that is more common in children and
young adults, the event organisers said. The
surgery was performed by a team of spine
surgeons using modern technology. pfi

THE TIMES OF INDIA

Tuberculosis care a financial
strain on households

TNN | Aug 29, 2021, 04.57 AM IST

KOCHI: Under the natfional TB programme,
diagnosis and freatment facilities are provided
free of cost to all TB patients. However, the redlity
is that almost 50% TB patients are going through
‘catastrophic’ health expenditure due to which a
patient’s household is forced to cuts its basic
expenses, shows a new study - “Rising healthcare
expenditure on tuberculosis: Can India achieve
the end TB goal?2” Handling of TB cases is also
crucial during the pandemic as there are
concerns that Covid is flaring up TB cases in the
country. India has the highest number of TB cases
(27% of the global share) in the world. Currently,
there are about 24,500-plus TB patients seeking
tfreatment in the state, with two-thirds of the cases
reported among the economically productive
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age group (14-59 years). To examine the out-of-
pocket expenditure (OOPE), healthcare burden,
catastrophic  health  expenditure, hardship
financing and impoverishment effects of TB
treatment in India, the authors studied data from
three rounds of national statistical surveys — 2004-
05,2013-14 and 2017-18. The present analysis helps
understand the financial burden TB treatment
causes on households for the past 15 years. It
provides evidence to policymakers for more
effective channelling of resources in order to
achieve a TBfree India by 2025.

The analysis shows that OOPE, healthcare burden,
hardship financing and catastrophic  health
expenditure are considerably higher for those
utilising private hospital services and among poor,
rural households. Overall, 49% of hospitalised
patients and 52% of OPD patients with TB in 2018
were exposed to catastrophic healthcare
expenditure. Incidentally, males were affected by
TB more than females and this also has an impact
on family’s earning. In 2004, the ratio of men and
women seeking outpatient TB care was almost the

same, whereasin 2014 and 2018, it was 80% to 20%.

In the case of hospitalisation, the number of male
patients is higher than females. "End TB strategy
milestones for 2025 and 2035 has an objective that
no affected families face catastrophic costs due
to TB. Based on our analysis using various rounds of
NSSO, this is far from achieving a reality in India,”
said Denny John, adjunct assistant professor,
Amrita Institute of Medical Sciences & Research
Centre, and co-author of the study

THE TIMES OF INDIA

Govt hospital gets machine to
detect tumour in lungs

TNN | Aug 27, 2021, 04.49 AM IST

Printed from Udaipur: In order to diagnose tumour
in lungs and windpipe blockages an
endobronchial ultrasound machine was installed
in the Government Tuberculosis Hospital of
Udaipur. This is the first machine installed in a
government hospital. The cost of the machine is Rs
2.5 crore. In private laboratories, the investigations
done by this machine are very expensive and
may go up to Rs 35,000. With the help of this
machine, the investigations will be done for as low
as Rs 3,000. The senior citizens and BPL families can
get their tests done free of cost. In yet another
development, the Government has installed a TB
disease testing TrueNat machine costing about Rs
15 lakh in Kotra and Jhadol region of the district.
The machine will detect TB disease within a few
hours. Earlier, patients from Kotra and other areas
had to go to the district headquarters due to non-
availability of this facility in local hospitals. Truenat
machine is based on advanced fechnology,
along with common TB, immunological conditions
like MDR TB will also be tested and identification
and treatment of TB patients will also be faster due
to the availability of local level testing. With this
machine TB bacteria can be detected with 100%
reliability and a test report is also received within
an hour.

EBUS bronchoscopy is a procedure used to
diagnose different types of lung disorders,
including inflammation, infections or cancer.
Performed by a pulmonologist, EBUS
bronchoscopy uses a flexible tube that goes
through your mouth and into your windpipe and
lungs.
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THE TIMES OF INDIA

Patients who recovered from
Covid susceptible to TB, finds
survey

Aug 19, 2021, 04.00 AM IST

Printed from Mysuru: Patients who have won the
battle against Covid-19 but struggling with cough
lasting more than two weeks, fatigue, fever and
suffered weight loss, are being advised to get
themselves tested for tuberculosis (TB). A survey
and subsequent analysis of the condition of those
who recovered from Covid-19 indicated that their
immune system had suffered considerable
damage, not to mention the weakened state of
their lungs, increasing the chances of their
confracting TB. Tuberculosis spreads through air,

and from droplets expelled by an infected patient.

The sooner it is detected, the better the chances
of recovering from the disease. In Mysuru, nearly
82% of the 4,232 patients in Mysuru who
contfracted TB recovered from the disease, while
79% of the 3,194 people who were diagnosed with
TB were cured in 2020. As on Wednesday, the
district has recorded 2,140 cases of tfuberculosis in
2021. The district health department, meanwhile,
compiled a list of more than one lakh patients who
have recovered from Covid-19, sputum samples
from whom are being collected and tested for TB
in the course of a 15-day campaign. In Mysuru, as
many as 88 samples were collected on the first
day of the campaign Mysuru district TB control
officer Dr Mohammed Shiraz said, “*We are hoping
to subject all 1.14 lokh patients who have
recovered from Covid-19 across Mysuru district to
a TB ftfest. Those who contracted Covid-19
between January and June 2021 will be tested
during this campaign. If any of them exhibits
symptoms of TB, we will collect their sputum
sample at their doorstep. We appeal to the public

to cooperate with the health department
personnel.

THE TIMES OF INDIA

Man kicks out pregnant wife
from home over TB infection

TNN | Aug 20, 2021, 04.08 AM IST

Surat: A diamond artisan and four of his family
members were booked for allegedly harassing
and pushing his 19-year-old pregnant wife out of
home after she was found infected with
tuberculosis. According to a complaint lodged
with Godadara police station on Wednesday, the
woman, daughter of a migrant labourer alleged
that the accused even threatened to kill her when
she went back to collect her clothes after they
had kicked her out sans her belongings. Police
booked husband Samadhan Sonavane, his
mother Sunanda, father Shivaji, sister Aasha
Kapad and Usha More under various sections of
Indian Penal Code for subjecting a woman to
cruelty, causing hurt, intentional insult, criminal
intimidation and others.

In her complainant, the woman said that she had
an arranged mariage with Sonavane in Kholsar
vilage of Jalgaon in Maharashtra on December
15, 2020. After marriage, she came to Godadara
where she lived with lived with her husband and
inlaws. However, five months into the marriage,
her in-laws started harassing her over petty issues
and started demanding for gold jewellery.

Meanwhile, in July the woman developed a tumor
in her neck and her husband took her to the
doctor. Tests confirmed that she was infected with
TB and doctors suggested surgery. However, she
went to her parental home after consulting a
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doctor who told her that TB can be treated with
medicine for a few months.

Upon her return on July 3, the in-laws started
accusing her father of getting her married to
Sonavane surreptiously without informing them
about the disease. Despite knowing that she was
five months pregnant, the family continued their
torture and after sometime, she called her mother
and left the home on July 7. She returned to
collect her belongings on July 11, but the family
members refused to allow her to enter the house.
Sonavane evenslapped her and threatened to kill
her if she came again, the woman alleged.
Registering an offence, the police started an
investigation into the allegations.
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How vaccines fare with delta variant coronavirus Tamil
News

QLEVLIT DMMILIMLIYMES THFmeor &H LIS
QFWLH M0 6TE H6MMSHSH S 8&6voT LMIWLILIL L SI.

How vaccines fare with delta variant coronavirus Tamil
News : SARS-CoV2 emeurerdledT GIL6VLIT LOMMILITL LG 65T
aflem yeumeot LI 76U 89185 & 6ot FMSS) WLDTeoT
alemss:gH 6, ChEFT @sley Qeueflull il L e
il @ns GIUULL wbrour®, QsTmHm

gMHUD 6USMHETeT LIP3 & meneos:
@ 85600 Lq (B LILI6M S U LD, WHemS U
CBTUISESTMMISEHET eLp6ULD QuUMLILIL L
CHTAWHTLIL  Qpevumereney  SalljliUenguLd
&600T LM (5 &l 66T

D& TITeqLq TTeiley (D SETLNH60 6L

SHeoorHUGGSLILULL  QLEOLT Wmour@G  S6veugl
19116172 ugbuemny, @BHwmellev L (HILD6vey, LIV
BTh&eflan  oHEHED QFNGIIFAMSE. 2 605
&FHETSTT  Selier L, QLOLT TmuUm@
SHCUMS GBS 170 BT(H&Herflev 2 6Tengl.

Lev @hHw Boelarmeer 2 LU Fiatss
QLITUFRWMTISGET GW HLESHW @UMens 2Llliea],
Gn @mE ey @QBHwmel  @BHS
GesflealuLl L HTemel 919 LI UITSH S
Q&TEUITL Gl (LTl 19GW WG LILMIIe] QFIISMHE
(DedT, V6T WTHSEHV  (PaT-SF&H  UHILIL
RLGHHIQUMMEUTS HFT (DIGeYS6T (LNFHedlev
Qsflaflgs Ll gl

WERAW Sevor(H LI LIL| & 6T eTedTeor?

S slc L BUTSeL LA BHSI, dydh
BOBMLILBSSID  SLETIQUTHEBHEG QLT
LTOIUMH 6 WLMBIEG GeMMeUTeT 2 600 & medr
Q&ML THAD, emeuFetledT  FH e emmedr
el QuileniLedr UG WneuUTs Srevor L LIL L
SLETIQLIMYBHEE5 G SHLUILE 8 LDLMIG (& 6mmelTer
2 _600T 7 B medr Q& 60T LG &6 LD Spliefev
Geoor LMl LI (Bl6Tensgt.

Fv  maigeucLel  @UGamsulsey Qe
wroium@®, sEULS GurLluUl L waéEseaflenGul 8

LOL_MIG (WPeTGeoTmMMm GBITULIS G SITMH MG 06T
gOUESSHDG!. GloguiLh, Whegw
GBTUISQSTHmIST S BHS LS 600T L_6) 7 85 66T

SeooT(IlD 6 WLMIEG UTHERMS. pilesELl
UfIEN&&IUBW0 SELULFA&ET eVl TTQRC6TEHT
WMHMID  &EVCUTTEH LU&HVESHPSHID  IDMHMILD
SHEMUFT M mILD LIGWITETETRL & 91,5 WieoT
2_(HEUTHS LTI
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F(HBHMSH, GLELT WLmoum’ige) AHs "N
OMMID eVemLI& mediated HIEMLDE" 2 6TETH 6T6OTMI
L6 Q5flalg5s8.. F TS, B.1.617.1
LFhuenTuLeT elillGensuiey, 0efls 2 L evi& @ 6T
QaTHMI WO QUGBSSSBHETET AUHE S mer
Q& TeoOTL_Sl.

@bs alilel epeaTm Heved L(hHS 606 6Td6rle0
WWeLWNsES SOULET CUTLLUULL &H&TsmyLl
uesoflwimergaeflemn_Gui 130 GBITUISGSTHMIGEETL
LUMTSSS. GLaID, QLT IDMMILTLIQME 6TS Jmeor
s5OLULE QF WL memeuTes GODSHI
oot LMlwUl L gL,

"QLEVLT mmuUm@ GCeau&smsLl LFeelemns Ul
LPHemS Wl GBSO &TMHMIGET 36V6V S
SO\ILLE & erfledl (B H &l LUMSI&TLI6mnL &
GemMLUILN S LD 24169 60T (196856 &ITL_(H & edTm6or”
6TeoT M QLevedlemwig CFIbhS FeTehue oy -
@) 6oTenLg 1q Wil L QGermLAl &6 LOMHMILD
IR e Hs 2 UINfluwed 6T @ U8 E&BIBLD, U6 6T
Qemetor AFlWGLTET  HE@ITTH — AHSHFTEUTE
Fafleormmy. .

"@ LD, @FH6) Hevev QFUIS 6TedTeoTG 66T M6V,

SHLILLE Gmruslesr FNISam s 5 SOMEHSH
aPfleIGEHERMSI" TeTM QU FonmleoTT.
QLELLMTYSHS TS\ [y meor 5B\ L1, & & 61l 60T

QFWOBMmeT GMSS GCeum 6reiTedr 9LSTTLD
2_eTengI?

FLILST 6V, 2 V5 HSHMSTY BlmialeTLd,
onifleasmaley @ rueor®, GRS eTHEH 6T,
OMHEMTETM &HSHSHTY  6T60T BTN U165 606
CLMESHTET SMLIQWG. @6emed QLT 6UN&HSHES

ST\ [T Teur SH\LILL& s erfl 6ot QFWLTH Mem6uTds
GMMLILIGSMETeoT R55 S5 T HIS60) 61T
QULDMHIG W 6iTerTeoT.

2 HMJEOTIONSG, @RIRTHHT U6, QLIS
CaurflweT. & &HH5H 60 @ULNGameulls, QLT
LroIUTE BILge W&Ealh WHEHD QFNGHI
FMVET6V, VL TTQRQ60TS T SO LIS ullest
QFWTHMEN6TE G NMSHSHS.

SHILLLF 6T eTeueueney (&S Win?

LCerulley 2 eitemr @bBH W nflefluiey SHevall HmMID
TTLESR B 016116076 &) 60T (86T @ 2B 1T)
GHTAWSHTLIL mlyewory eflefasm LM, SHLUILF &6T
LIW6OTMMem6Y 6TedTMI L0&&H6T BHLOLIGUSMES QHSH 2Ul1e)]
APIGEEHEF LTS Ty &LIOGHSTLIQETTT. @\bhs
GB&FFl ouile] M pilas Gpedey, Il Crm
e flseafled CUMHOSTETETULL L& 6TedTml Uy
G 1Q8&BTLIQ60TITH.

"Gy gy le|&efley @b QeusflalBd | emeTs S
STOGHEEI 2 Leus@&GeT 2 eomemlouiléd  eTedTenT
BLEHMSI T6edTUSMG LISV surrogate LOGH LILTH)&H6T
G, @HOGHS QDL 6TeTeTGa6TMIT6Y,
BHBleneulILI(G &S0 21,60T1q LIITLY 8561 (@puleiey
GFMTHEHSLILILLeme) W Q6N LIMT60T6m6M)
SefEETSH.  BL60TIQ LITIQ &H6T LOMMILD 19-Gl&F6L
LS v s emnar 15 (5 [B160Y6V LI T&: (& 61 & 60T eLo6eULD
GHTAWS FLIL LIMSI&TLIL QAPBIGLILGSRMS!.
SO \ILLE GumL L’ L gl (LDGBTEOTIT
UMH&HSLILLL BLFSH6TI60, 946071 LITIQ &6 M MmILD 1q -
QEFGHET @) Jevor (HILD UMsISTUN D@L
LIBIGefl & eTmer. @ES 2Ui6)] 19-QF&E6T LMW
SImels  SMLLIE. @&erme CHTAWSH L
Qe LImesTendl eor (WN&SH W Fo.0) SH(HSH 6V
Q& METETLILL M6 CUITHMSEI" 6TeoTmI SI6UT Gon M 6OTITIT.

@oulisib, @b  spwelldr  WQeyseT
L FFFIWLDTS @) 6V6M6V 6T6OTMI LIMGV So M 6uTITI.

"SHCUMS, GUIBLDLMTEVTET QSHTMMIGET GLVLIT
WTOILTLLTL g HUG S 60Tmeor. GLOSILD, @) &I LSevor(HILD
QsTHD  Blapesale g  SHULTSES
Wpensw GCormisefley SmeorliL@GLD QLTSI Teor
MaUTeN eraTUH Fafludlevensy” eTeoTml 36Ul
Fa.mleoT.

"6IhS SEHLUILAWID 100% LUMHSTLML QILpHkISG TS,
Breakthrough Q&MMMI SIFTSHTTEOUTLOMEOTSI VLS
ComaTelllILLTSE  Sjevev. @Lleun, SEHLLS
CUITLLILILITS 3|6L6V I Qs mTmHMI @6veurs
GWHHEHL6T @UINGLELTS, SHEemnWmer GBITUl
LM MILD LO([H &Gl 61 LD em6uTUTl6V CoissLUbeusl
SOULEA CUTLLULULL GUWHHeeTs &ITL 16D
S FIDTHS GOMAITSH @IHSHGW” 6Term 36Ul
Fa.mleoT.

LGerelev 2 6Tem GHFW FomwleT oyUlalss S eor
alleh@pmesll e TSHBTHET FnMensuiley, QLT
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amGMWLES FSHHEH IHE I6T6| LeTILITIY&H6T
GemalLILI(BLD eTeT 3416 S MHBMSI.

"SHLILFGET @6l  LILISIETENSTEH @) (HHGSLD.
QL6eLLIT ] [EC)] 2,60TLq LITLY.&63)6IT
BOHBIMOVWLTEHEGUSDEG GHMMEUTET 2 600TJ &) meor
Q&MeOOTLSl. QLEVLIT WTOIUTLLES HHHEH (NHV
lemevUletT CLIMS! F6D MEUTENTE G THTMeT 3CH
61 60)85 UL 60T CHTAWSH LI QLTS enul
QeSS BHS WHL L WLLAEG AHSH
60T LIMTIY&H6IT GHemaulILI(hD 6TedTM TS SHID" eTeoT
GLaILD 96Ul S mleormi.

Usw 6U 6N & 5606115 608 WIT6iTeU B 6L
WETCTTHRF QFeLILD euLll 6T6OTEOT?

F0  aammedr  maray, AOSHSOS5S  WseD
SQLLISSTET L6, LM, SUUT MmmID QLT
QU HHETITS 2 (BLmluwg. aUT6N Usw
6UIQ Q)G 6 & LDTMIEQ & TETCL @) (H5HGLD. 60T M6V,
TS G L6 & EpLd L& 6 Lh EmiG
aflememell & @ Lh eTeTml 35S LN6V6V.

SHLILLE Veugl Gameil L -QUIMTH &S L meoT
@ JENLITEOT60I6M) SenLUNig g GumesTm
5L_6) 19 & 60) & 85611 eL6uLD CBTUISES&STMMIGEHET

Uugaelamgs Gomlucs LUHW  elansserler

CHMHMHMBEH GMDLULSDEHTT RCT FDHEH 6l
6T6OT M [B]L|600T TG 6T S M1 60T MEUTT.

"QbS apllemealll GUMLGa!, LG LommILIT(H&HEH5 G
ST\ [T TeuT QL60TIQ LITLY Qe LImTedTenSl 6ot
QFWTH M 6TS QETLIBSI 55 600T & vt | L1 LIS
LHMID Weul SOULET e &Her GCHemelwlT
g SHLULASET LUaslfNssluL Caleor(GlLom
eTaTLIeN S HLILNHeUSMHS @@ (W&HSBWILDTeT G en6l
2 _6Tensgl. CH CHISHE, LG euemn&H&6rfl6r LoTLIsmD
GeoT&H e ILIL] QESTLY Cealetor(hD” eTedoTmI J&IHTS 60T
FoOl60TTI.

‘@8 Bl SOHULAGEmeT CLILGSSD, LS,
WN&Eeh  LIWLISI6TeT  BHSIHMET 2 (HeUTEE 60D
2 Ha|ld. SHCUTSW Gpede, SHLILT SHerfler
F(HHV VLT QML &eT  G&HemeuLILIL6UITLD.
F(GHTsH, LUHW  omomin  W&sad  Liwe6TerT
SOULEAGET FHhaSHEG — QUGLLCUTS,  Ilameal
JemeTal(BHGI allemTaumer CalsSH Rl Hee
QFulaliems 2 mE QFUIW Galemur(lld” 6TedTml eIl
G l6GOTITIT.

DH ...5%
DECCAN HERALD

Tuberculosis diagnosed in 104
recovered Covid patients, 51 of
their contacts

Covid-19 and TB are respiratory diseases that

manifest themselves with similar symptoms of
cough, fever and difficullty in breathing

Suraksha P, DHNS, Bengaluru, AUG 30 2021, 22:57 IST
UPDATED: AUG 31 2021, 00:40 IST

Karnataka, during its campaign for finding
Tuberculosis (TB) cases (August 16-31) among
recovered Covid individuals (who recovered
between January 1 and June 31) and their
household contacts has identified 155 TB cases
fill August 29. TB was diagnos... n 104 recovered
Covid patients and 51 of their household
contacts. The health department may continue
the drive after August 31 to cover the rest of the
Covid-recovered individuals, but the coverage
was a mere 31% till August 29. During this period
peripheral health workers visited the houses of
recovered Covid individuals and asked for TB-
specific  symptoms. If found symptomatic,
sputum samples were collected. The samples
were tested in TB PCR labs (Truenat) in all districts
of Karnataka.
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Covid-19 and TB are respiratory diseases that
manifest themselves with similar symptoms of
cough, fever and difficulty in breathing. Studies
suggest that the presence or history of
TB increases the risk of SARS-CoV-2 infection and
TB co-infection in increases the risk of severe
Covid-19 disease. TB/SARS CoV-2 co-infection is
associated with rapid and severe symptom
development and disease progression, with poor
outcomes for both diseases. Both diseases
require early detection and ftreatment to
improve patfient outcomes and reduce
fransmission among contacts and  within
communities.

STheIndianEXPRESS

To light up an otherwise dark
yedr, us nurse creates
chandelier using empty Covid
vaccine vials

Netizens were left mesmerised by the beautiful

piece created by Laura Weiss which she called
the 'Light of Appreciation’

By: Trends Desk | New Delhi |
Updated: September 7, 2021 10:01:14 am

Laura Weiss is a nurse working with Boulder County Public
Health

A nurse from Colorado in the United States has
left netizens impressed after she created a
chandelier using empty Covid vaccine vials.

Laura Weiss, a nurse working with Boulder County
Public Health, used empty Covid vaccine vials to
show her appreciation for the efforts of
healthcare workers and volunteers who helped
in vaccinating the residents of Boulder County.

Thanking Weiss for sharing her artwork with the
community, the Boulder County Public Health
wrote on its official Facebook page, “One of our
talented Public Health Nurses, Laura Weiss,
created this gorgeous piece of art using empty
COVID vaccine vials.”

The post had a comment from Weiss in which she
referred to her creation as the ‘Light of
Appreciation’ and said, “As a Boulder County
Public Health nurse, | was witness to the
inexhaustible efforts of healthcare workers and
volunteers who assisted in vaccinating Boulder
County residents. | was inspired to repurpose
hundreds of Moderna vaccine vials and create
this ‘Light of Appreciation.’”

“It is meant to honour and show appreciation for
all those who have helped keep people dalive,
either by getting the vaccine to protect
themselves and others, caring for those suffering
from COVID or by assisting in the vaccination
effort. We are all connected in this effort. After so
much loss, uncertainty, and anxiety, may the
light bring hope for a brighter future.”

Talking to CNN, Weiss said she was a retired nurse
and had been asked by Boulder County Public
Health to assist in vaccination. “I had noticed all
these hundreds and hundreds of empty vaccine
vials that were otherwise going to be wasted,
and | thought they were just really beautiful and
wanted to do something significant and
meaningful with them.”
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Weiss added that she wanted to do something
with light since she felt that it had been a dark
and challenging year for many. Netizens
appreciated her creativity and were left
mesmerised by its beauty.

STheIndianEXPRESS

DCGI approves Hetero’s
Tocilizumab for emergency use
against Covid-19

Tocilizumab, which is a biosimilar version of
Roche's Actemra/RoActemra, would be
available in the market by September end.

By: Express Web Desk | New Delhi |
September 6, 2021 3:55:36 pm

Hetero's associate company Hetero Healthcare will
market its biosimilar version of Tocilizumab under the
brand name Tocira.

The Drugs Controller General of India (DCGI) has
approved emergency use of drug firm Hetero's
Tocilizumab for treatment of hospitalised adults
suffering from Covid-19, said Hetero in a
statement.

Hetero's statement added that medical
practitioners would be able to use the drug for

treating Covid-19 in adults who receive systemic
corficosteroids, and even those who require
supplemental oxygen, non-invasive or invasive
mechanical ventilation, or extracorporeal
membrane oxygenation.

B Partha Saradhi Reddy, Hetero Group Chairman
said, "This approval is extremely crucial for supply
security in India considering a global shortage of
Tocilizumab. We will be working closely with the
government to ensure equitable distribution.”

The drug firm’s Tocilizumab, which is a biosimilar
version of Roche’'s Actemra/RoActemra, would
be available in the market by September end.

Hetero's associate company Hetero Healthcare
will market its biosimilar version of Tocilizumab
under the brand name Tocira, PTl reported. The
drug would be manufactured by Hetero
Biopharma, Hetero’s biologics arm, at its facility
at Jadcherla in Hyderabad.

SThe IndianEXPRESS

Allow Covishield second dose
scheduling after 4 weeks for
paid jabs: Kerala HC to Centre

A writ petition contended that Kitex purchased
Covishield doses for its workers. However, they
could not be administered as the Centre insisted
on the interval of 12-16 weeks and registration for
the same on the Co-Win portal.

Written by Vishnu Varma | Kochi |
Updated: September 6, 2021 10:45:20 pm

The Kerala High Court on Monday directed the
Centre to make changes on the Co-Win
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The court however said that it has not considered the
same question in the light of the free vaccine distributed
by the government. (File photo)

vaccination portal to enable scheduling of the
second dose of Covishield vaccine after four
weeks of the first dose for those who are willing
to pay forit.

The single bench of Justice PB Suresh Kumar
examined whether a person covered by the
national vaccination programme is entitled to
choose between early protection and better
protection from Covid-19 infection in the matter
of accepting paid vaccines.

“If the government can permit persons who are
intending to fravel abroad to exercise a choice
between early protection and better protection
from Covid-19 infection, there is absolutely no
reason why the same privilege shall not be
extended to others who want early protection in
connection with their employment, education
etc,” the court order read.

“Further, the stand taken by the Central
government that the court shall not grant the
relief sought for by the petitioners, for they have
not approached the Central government,
cannot be accepted, for as indicated, the very
premise on which the present writ petition is
instituted is that the decision of the government
in providing relaxation in the protocol regarding
administration of second dose of vaccine to
certain classes of persons alone amounts to
discrimination and the directions sought are

directions to extend to the petitioners also the
same relief.”

The court, however, said that it has not
considered the same question in the light of the
free vaccine distributed by the government.

The court was hearing a writ petition filed by Kitex
Garments Ltd and Kitex Childrenswear Ltd, two
garment firms based in Ernakulam, Kerala. The
petitioners contended that they had purchased
Covishield vaccine doses for their over 10,000
workers and their families. However, they were
unable to administer the second dose to the
beneficiaries as the Centre insisted on the
interval of 12-16 weeks and registration for the
same on the Co-Win portal.

. A
Healio™

Glycemic changes common in
patients with tuberculosis but no
diabetes

August 30, 2021 | 1 minread

Glycemic changes may play an important role
in response to freatment among patients with
tuberculosis who do not have diabetes,
according to data published in the American
Journal of Respiratory Critical Care Medicine.

“Several studies have found that patients with
newly-diagnosed  tuberculosis often have
abnormal and inconsistent glycemic
measurements when ftuberculosis is diagnosed,
during tuberculosis treatment and after
tfreatment,” Qiao Liu, MD, with the department
of chronic communicable disease at the CDC of
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Jiangsu Province and the department of
epidemiology at the School of Public Health at
Nanjing Medical University, China, and
colleagues wrote. "Distinct glycemic trajectories
after tuberculosis ~ diagnosis are not  well
characterized and whether patients with stress
hyperglycemia have poor freatment outcomes
is not known.”

Researchers identified 500 patients (median
age, 42 vyears; 65.2% men) with newly-
diagnosed, drug-susceptible tuberculosis who
had at least three fasting plasma glucose tests at
the time of diagnosis and during the third and
sixth months of treatment. At 2 and 4 months
post-freatment, all patients underwent an
additional fasting plasma glucose test.

In the cohort, 405 patients had five fasting
plasma glucose tests from tuberculosis diagnosis
to post-treatment and 95 participants had three
tests.

Researchers observed the following distinct
glycemic ftrajectories from time of tuberculosis
diagnosis to post-treatment:

e consistently normal glycemic testing
results (43%);

e fransient hyperglycemia (24%);

e erratic glycemic instability (12%);

o diabetes (16%); and

e consistent hyperglycemia
diabetes (6%)

without

Patients with transient hyperglycemia were more
likely to experience freatment failure (adjusted

OR = 4.20; 95% CI, 1.57-11.25; P = .004) or erratic
glycemic instability (adjusted OR = 5.98; 95% ClI,
2.00-17.87; P = .001) compared with those with a
consistently normal glycemic trajectory. Patients
with diabetes also had an increased risk for
tfreatment failure (adjusted OR = 6.56; 95% Cl,
2.22-19.35; P = .001); this risk was modified by
glycemic control and metformin.

“"Glycemic changes, regardless of diabetes
status, may be an important marker for the
patient response to tuberculosis treatment,” the
researchers wrote. “Understanding potential
mechanisms for these changes may be useful for
providing risk-stratified approaches to

antituberculosis treatment.”

SO:
https://www.healio.com/news/pulmonology/20210827/
alycemic-changes-common-in-patients-with-
tuberculosis-but-no-diabetes

online

Substantial public investments in
GeneXpert underscore need for
affordable pricing

PLOS ONE publishes TAG's comprehensive
analysis of public investments in the
development of rapid technology for
diagnosing infectious diseases.

August 31, 2021 - Treatment Action Group
(TAG)'s comprehensive analysis found that the
public invested at least $252 million USD in the
research and development (R&D) of GeneXpert.
GeneXpert cartridges and instruments are used
to diagnose tuberculosis (TB), HIV, viral hepatitis,
sexually transmitted infections, COVID-19, and
other infections. This substantial public
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investment stands in stark contrast to the lack of
affordable pricing and favorable service and

maintenance terms from the diagnostics
company Cepheid. The finding is detailed in the
new PLOS ONE study, "Public Investments in the
Development of GeneXpert Molecular
Diagnostic Technology.”

“This analysis is, to our knowledge, the only
published study to quantify, in detail, public
sector investments in the development of a
diagnostic  technology,” said Dr. Dzintars
Gotham, the principal researcher and author of
the study. “Where there are substantial public
investments in developing a health technology,
it is important fo examine whether the public
sector has received adequate returns for its
investments.”

The $252 million figure accounts for early
development at U.S. government labs, research
funded by the U.S. National Institutes of Health,
U.S. government grants, R&D tax credits, and
funding from non-profit and philanthropic
sources, but given the limited data available in
the public domain, this figure should be
considered a conservative estimate.

“Earlier _analysis by Médecins Sans Frontieres
(MSF) showed that it costs Cepheid less than $5
to produce one test while Cepheid is charging
low- and middle-income countries a mark-up of
at least 100% for TB tests and 300% for COVID-19
tests,” said Stijn Deborggraeve, Diagnostics

Advisor for Infectious Diseases at MSF Access
Campaign and co-author of the new PLOS ONE
study. “Cepheid’s profiteering during the COVID-
19 pandemic is unacceptable, especially
considering the massive amount of public funds
that Cepheid received to develop the
GeneXpert technology and roll out the system in
low- and middle-income countries.”

“This study brings to light the extensive public
funding that subsidized Cepheid’s R&D costs and
further supports global demands for the
company fo make GeneXpert tests available at
fair and equitable prices that reflect the cost of
production plus a reasonable profit markup, with
volume-based price reductions,” said David
Branigan, TB Project Officer at Treatment Action
Group and co-author of the PLOS ONE study.

This analysis  highlights the importance of
ensuring that public funding for health product
development comes with conditions that
promote transparency and equitable access. It
complements the results of an earlier study,
which found that public investments in the
development of the life-saving TB drug
bedaquiline far exceeded those of Johnson &
Johnson, the proprietor of the drug; meanwhile
the price of bedaquiline remains a barrier to
scaling up treatment coverage.

About GeneXpert

GeneXpert tests are rapid, accurate, and
automated diagnostic tests, making them ideal
for use in decentralized settings without
extensive laboratory infrastructure. GeneXpert
instruments are priced at $17,000 per four-
module unit, service and maintenance plans
cost approximately $2,000 to $3,000 annually,
and individual test cartridges are currently
priced from $9.98 (TB) to $19.80 (COVID-19) per
test.

An independent cost-of-goods-sold
analysis commissioned by MSF

Access
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Campaign found that it costs Cepheid from
$2.95 to $4.64 to produce each test cartridge at
annual volumes of 10 million, which was
exceeded in 2017 for TB tests alone. The civil
society Time for $5 Codlition has
demanded Cepheid reduce the price of
GeneXpert tests to $5, inclusive of service and
maintenance, across diseases.

About Treatment Action Group

Treatment  Action Group (TAG) is an
independent, activist, and community-based
research and policy think tank committed to
racial, gender, and LGBTQ+ equity; social justice;
and liberation, fighting to end HIV, tuberculosis
(TB), and hepatitis C virus (HCV). TAG catalyzes
open collective action by affected
communities, scientists, and policymakers to
ensure that all people living with or impacted by
HIV, TB, or HCV — especially communities of
color and other marginalized communities
experiencing inequities — receive life-saving
prevention, diagnosis, treatment, care, and
information. We are science-based activists
working to expand and accelerate vital
research and effective community engagement
with research and policy institutions for an end to
the HIV, TB, and HCV pandemics.

About MSF Access Campaign

The Access Campaign is part of Médecins Sans
Frontieres (MSF), an international, independent,
medical humanitarian organisation. Our work is
rooted in MSF's medical operations and supports
people in our projects and beyond. We bring
down barriers that keep people from getting the
freatment they need to stay alive and healthy.
We advocate for effective drugs, tests and
vaccines that are: available, affordable, suited
to the people we care for, and adapted to the

places where they live.

So:
https://www.tbonline.info/posts/2021/9/10/substantial-
public-investments-genexpert-underscor/

LQF School of
Pharmacy

Data-driven drug dosing speeds
tuberculosis treatment to four
months

UCSF research leads to breakthrough in treating
the global pandemic

By Levi Gadye / Mon Aug 30, 2021

It's a disease of the lungs. It spreads through the
air. It can kill millions in a year. And it's the cause
of an ongoing pandemic.

The disease isn't COVID-19. It is tuberculosis (TB).
Each vyear, nearly ten million people are
diagnosed with TB and over a million die. Prior to
COVID, TB was the deadliest infectious disease
on the planet. Yet the gold standard for
tfreatment is a prolonged, daily regimen of
multiple anfibiotics, taken for a minimum of six
months, that hasn’t changed in decades—a
regimen that places a huge burden on patients
already struggling to make ends meet.

A clinical trial of new freatment regimens, led in
part by researchers at UCSF, recently
demonstrated that a more potent combination
of antibiotics could shorten the duration of
freatment for TB, giving patients back two
months of their lives and improving their chances
of taking every dose. The results from the trial
were published on May 6 in the New England
Journal of Medicine.

“The existing treatment for TB is six months long,
it's hard, and there are alot of issues with it,” said
UCSF School of Pharmacy faculty member Rada
Savic, PhD, whose work on TB drug
pharmacology served as the basis for the trial.
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“The entire drug development process has
focused for 40 years to try to shorten it, many
trials have failed, and this is the first success.”

Findings from the trial were so robust that the
World Health Organization (WHO) endorsed the
regimen this _summer, enabling health care
providers and TB programs around the world to
use it.

“This landmark trial was the largest randomized,
registration-quality trial of new regimens for
pulmonary TB to date,” said Payam Nahid, MD,
MPH, who served as the clinical trial protocol co-
chair and serves as director of the UCSF Center
for Tuberculosis. *Rada’s thorough data analyses
gave the team insight into how to optimize the
dosages and duratfion of the regimen, and it
worked. It's a model for others to follow in
infectious disease.”

Advances in TB treatment stalled in the 1980s

A sanatorium in Vianden, Luxembourg. Prior to the
advent of antibiotic treatments, sanatoriums were used
fo quarantine patients with TB.

TB is one of the oldest infectious diseases known
to afflict humans, with tests of human remains
from 92,000 years ago turning up TB positive.

But well into the 20th century, the medical field
could do little for TB patients. In some countries,
these patients were encouraged or even forced

to quarantine in sanatoriums—facilities isolated
from the population—that did nothing to treat
the disease.

Vaccines and anfibiotics against TB  first
emerged around the turn of the century but
stfruggled to gain widespread use. A critical
advance was made in the late 1940s when the
British Medical Research Council methodically
tested two antibiotics in patients with TB without
knowing which patients were receiving which
drugs—the first-ever randomized clinical trial.

The trial showed that treating TB with two drugs
at once was much more effective than with
either drug alone. But the combination caused
debilitating side effects and required a
commitment of two years of daily pills. Miss a few
doses, and the infection would come roaring
back.

Over time, more-potent antibiotics were
substituted into the drug cocktail, reducing the
duration of freatment from 24 to 12to 9to 8 to 6
months, according to Nahid. But that progress
stalled 40 years ago, saddling millions of patients
with half a year on the drugs.

“"We've heard from TB survivors how a reduction
in duration would be a huge benefit to them, to
get back to their lives, to get back to being
comfortable around their family, their children,
their friends,” said Nahid.

Shortening the duration of the TB drug regimen
also promised to free up some of the scarce
resources used in the fight against the disease,
which today is most prevalent in countries where
health care is not always readily available. But
clinical trials even in the late 2000s continued to
come up short.

Following the data to the most effective dose

The successful clinical trial, known as Study
31/A5349, benefited from the lessons learned
from recent, failed trials, combined with rigorous
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pharmacological modeling and data
integration from the Savic Lab.

Rada Savic, PhD, scrutinized data from prior, failed
clinical ftrials of drug regimens for TB and used
computational models to design a faster treatment for
the disease.

Savic, a faculty member in the Department of
Bioengineering and Therapeutic Sciences, a joint
department of the Schools of Pharmacy and
Medicine, is an expert in pharmacokinetics, or
the study of how drugs move through the body.
When it came to the six-month, four-drug
regimen used to treat TB, experience had taught
her to be skeptical that the drugs were being
used to their greatest potential.

The six-month regimen had been designed in the
1970s around the lowest effective dose of ifs
cornerstone antibiotic, rifampin, giving patients
just enough medication to beat the disease. But
TB is a disease in which the offending bacteria
multiply out of control even in the presence of
antibiotics, and many patients remain sick for
years despite tfreatment.

Previous frials had attempted to replace rifampin
with a more potent drug, rifapentine. Some of
these ftrials with rifapentine made the dosing
more intermittent—weekly, instead of daily—or
upped the dosages in the final few months of the
regimen. But none were as effective as the
existing regimen with rifampin.

Savic wondered whether rifapentine could
actually be given at higher doses, overwhelming
the infection without hurting patients—a safe
and more effective dose. Starting in 2012, Savic
and her team reanalyzed the results from these
failed clinical trials of rifapentine and made a
pivotal discovery.

“When we rearranged the data, combining
patients according to their raw doses of
rifapentine, we started seeing beautiful dose
responses to the drug,” said Savic. “When we
went further and looked into pharmacokinetics
and plasma levels [in the bloodstream], we
again saw that patients with the highest drug
exposure have the best response and are most
likely to recover.”

Drugs are commonly dosed relative to the body
weight of a patient—the smaller the patient, the
thinking goes, the lower the dose. Yet in the field
of pharmacokinetics, it's well known that this
logic does not always hold up against the
complexity of the human body, as borne out by
Savic's work. The original analyses had missed
this because they were analyzed according to
patients’ relative dosages of the drug—not their
absolute dosages.

“I was not surprised by my findings,” said Savic.
“As a pharmacologist and pharmacist, | know
there are better ways for finding the right dose,
and our analysis was a textbook example of
using the right approach to solve a dosing
problem.”

In addition fto testing an optimized dose of
rifapentine, the team also sought to test a
substitution for another drug in the cocktail,
replacing ethambutol with  the stronger
moxifloxacin to account for patients with more
persistent cases of TB infection lodged deep in
the lungs. Like the rifapentine substitution, the
moxifloxacin substitution had a body of
evidence, from animal models and computer
simulations, to back it.
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Savic next needed to prove that these proposed
changes in TB freatment could actually provide
an effective and expedient cure in the redl
world.

Getting the largest TB trial off the ground

In 2013, Savic joined forces with Nahid, who
directs the UCSF Center for Tuberculosis and has
led a wide variety of research and policy efforts
to combat TB both for UCSF and the WHO,
including clinical trials of new drug regimens.

Payam Nahid, MD, MPH, director of the UCSF Center for
Tuberculosis, co-led the successful clinical trial of new

drug regimens for tuberculosis.

Nahid had conducted early phases of clinical
trials for TB over the years, but the strength of
Savic's work lent new energy to get a large,
phase 3 clinical trial for a new TB regimen off the
ground. Phase 3 clinical trials represent the final
bar that a treatment must clear in order to be
approved. They involve hundreds to thousands
of patients so there must be high confidence in
the safety and effectiveness of a new therapy—
alotis on the line.

“The sophistication with pharmacometric,
computational approaches, brought in by
Rada’'s team in collaboration with ofhers,
allowed for a rich dialogue in the design of the
frial and the selection of the regimens, and
made it easier to get our international
colleagues on board,” said Nahid.

As investigators in the CDC-funded IB Trials
Consortium (TBTC) and the NIH-funded AIDS
Clinical Trials Group (ACTG), Nahid and Savic
were able to engage with both groups'
connections to TB experts and clinics around the
world. The two worked collaboratively with a
diverse international protocol team, convened
by the TBTC and ACTG, to design and execute
what they hoped would be a watershed frial.

“I've  withessed a lot of  excellent
pharmacokinetic work that doesn’'t move the
needle for patients,” said Savic. "My weapon
was to keep showing the data to keep making
the point, to build trust with the clinicians, to
communicate our science in a way that people
will accept and recognize the value.”

In designing Study 31/A5349, the growing village
of experts considered that any eventual new
therapy would be destined for a diverse
population of millions of people with TB.

“We sought to put in features to make the trial as
close to the real world as possible, while retaining
the essential components that are needed for
FDA approval,” said Nahid. “We allowed
enrollment down to adolescence, 12 years and
older, as well as patients living with advanced
HIV, two populations that the most recent frials
had overlooked.”

In January 2016, the ftrial began to enroll
participants with TB and the first patients began
their months of treatment.

From computer model to WHO recommendation

Ultimately 2,516 patients were enrolled across 34
test sites on four confinents and were randomly
assigned one of three regimens:

1. A control, six-month regimen of rifampin,
isoniazid, pyrazinamide, and ethambutol.

2. A four-month regimen of rifapentine,
isoniazid, pyrazinamide, and ethambutol.
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3. A four-month regimen of rifapentine,
isoniazid, pyrazinamide, and moxifloxacin.

The ftrial followed each patient for 18 months to
tfrack whether they stayed TB-free for at least a
year after the end of treatment.

The results bore out Savic’s predictions: the four-
month regimen with a high dose of rifapentine
along with moxifloxacin was shown to be just as
effective and safe as the existing six-month
regimen.
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A Study 31/A5349 clinical tfrial participant, left, aftends a
follow-up appointment at a Vietnam National TB
Programme and UCSF-partnered district health center,
Hanoi, Vietham.

The results of the trial were so convincing that the
World Health Organization convened a panel to
review the data. In a rapid communication
released in June, the WHO noted:

e The 4-month regimen, which is shorter,
effective and all-oral, would be a preference

for many patients and also national TB
programmes, allowing faster cure and easing
the burden on both patients and the
healthcare system... Shortened treatment
has the potential to improve adherence and
reduce patient and health system costs.

It will take years for the new regimen to become
routine in clinics across the globe. TB has long
been a disease of poverty, one that divides
society by class and offers little to no financial
incentive for industry to invest in research and
development. But with the nod from the WHO,
change is finally here for millions with TB.

For Savic and Nahid, the work continues. They
are now exploring how to further reduce the
duration to two-month regimens.

“We want to take the same regimen, with the
same drugs, and give it only for two months in
easy-to-treat patients who can be identified with
simple field tests,” said Savic. “We have the
evidence this will work, and we are working on a
new round of clinical ftrials, rallying our
collaborators again.”

Nahid is opfimistic that the professional
connections forged during Study 31/A5349 and
the data-driven approach to drug dosing and
regimen opfimization will inspire more bold
clinical trials for diseases that, like TB, continue to
plague humanity.

“It's been a shared common goal of so many of
us to finally improve our therapies for TB,” said
Nahid. “If fook over a decade, but we said, ‘Let’s
all come together and roll up our sleeves,’ even
with limited funding, and we couldn't be
prouder of the result.”

So: https://pharmacy.ucsf.edu/news/2021/08/data-
driven-drug-dosing-speeds-tuberculosis-treatment-four-
months
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